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CAPLUS COPYRIGHT 2007 ACS on STN 
2007:474146 CAPLUS 
146:492615 

Tricyclic iaoxazolines : Identification of R226161 as a 
potential new antidepressant that combines potent 
serotonin reuptake inhibition and u2- 
adrenoceptor antagonism 

Andres, J. Ignacioi Alcazar, Jesus> Alonso, Jose M. ; 
Alvarez. Rosa H.; BakXer. Margot H.; Biesmans, Use; 
Cid, Jose M.f De Lucas, Ana I.i Drinkenburg. 
wilhelmus; Fernandes, Javier/ Font, Luis M.r Iturrino, 
Laura; Langlois, Xavier,- Lenaerts, Use.- Martinez, 
Sonia; Megens, Anton A,,- Pastor, Joaquin; Pullan, 
Shirley; Steckler. Thomas 

Research b Early Development -EU, CNS -Psychiatry, 

Division of Janssen-cilag, Medicinal Chemistry 

Department, Johnson t Johnson Pharmaceutical Research 

& Development, Toledo, 45007, Spain 

Bioorganlc fc Medicinal Chemistry (2007), 1S(11>, 

3649-3660 

CODBH: BMBCEPf ISSN: 0968-0896 

Elsevier Ltd. 

Journal 

English 

CASREACT 146:492615 



<13/04/2D07> 



Erich Leese 



<12/04/3007> 



10/S13699 




F I 



AB In previous articles we have described the discovery of a new series of 

tricyclic isoxazolines combining central serotonin (S-HT) reuptalce 
inhibition with a2-adrenoceptor ancagoniacic activity. We report 
now on Che aynchesia, the in vitro binding potency and the primary in vivo 
activity of six enantiomers within this series, one of which was selected 
for further Pharmacol, evaluation and assigned as R226161 (I). Some 
addnl. in vivo studies in rats are described with chis compound, which 
proved to be centrally and orally active as a combined 5-HT reuptake 
inhibitor and <i3<adrenoceptor antagonist. 
IT 452313-46-:P 4S2313-6S-4P 4S2313-68-7P 
452313-71-2P 4523 14 -Ol-lP 4 523 18- IS - 9P 
452318-T5-1P 722&45-4T-3P 936362-34-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(Tricyclic isoxazolines : identification of R226161 as a potential new 
antidepressant that combines potent serotonin reuptake Inhibition and 
<>2- adrenoceptor antagonism) 
RN 4S2313-46-1 CAPLUS 

CN 3H- [l)Benxopyrano(4. 3-c] isoxazole. 3- C (4- ( (2B) -3- (4>f luorophenyl) -2'propen- 
l-yll -l-piperaBlnyllmethyl) -3a,4-dlhydro-7,8-dimethoxy-, OS, 3aR) -rel- (->• 
tCA INDEX NAME) 

Rotation (•). Absolute stereochemiBtry unknown. 
Double bond geometry as shown. 




H 



RN 4S2313-65-4 CAPLUS 

CN Isoxazolo[4, 3-c]quinoline. 3,3a.4.S-tetrahydro-'7.8-dimethoxy-3- ((4- ((3E}-2- 
methyl-3-phenyl-2-propen-l-yll •l-plperazinyl] methyl] (3R. 3aR} -rel- (CA 

INDEX NAME] 

Relative stereochemistry. 



10/513699 

Double bond geometry as shown. 




CN i8oxazQlo{4,3-c]quinoliiie, 3, 3a,4, S-tetrahydro-7.a-dimethoicy-3- |U- [(2B)-3- 
methyl- 3 -phenyl - 3-propen-l-yl] -l-piperazinyl Inethyl] -, (3R, 3aR) -rel- (*) - 
(CA INDEX NAME) 

Rotation (*). Absolute stereochemistry unknown. 
Double bond geometry as shown. 



OMe 




CN laoxBSOlo (4 , 3 -c) quinoline, 3 , 3a , 4 . 5-cetrahydro- 7 , a-dinechoxy-3 •([«•( (2B) -2- 
nethyl- 3 -phenyl- 2-propen-l-yl) -1-piperazinyl] methyl] - , (3S,3bS) -rel- (-) - 
(CA INDEX NAME) 

Rotation (-). Absolute Btareoehemistry unknown. 
Double bond geometry as shown. 



OMe ' 




H 



RN 453314>01>1 CAPUIS 

CN 3H - 1 1 ] Bensopyrano (4.3-c]isoxBSOle, 3-l(4-((3B)-3-(4- fluoropheny 1 ) - 2 -methyl 



<i2/04/2007» Erich Leese <l2/04/3007> Erich Leeae 



10/513699 

2 -propen - l-yl)-l-piperazi nyl ] methy 1 i - 3 a , 4 -di hydro- 7 , 8 - dimet hoxy- , 
(3R.3aS)-rel-<0- (CA INDEX NAME) 

Rotation (*) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 



OMe 




H 



RN 452318-73-9 CAPLUS 

CN 3H- [l)Benzopyrano|4.3-c] isoxazole< 3- ( [4- ((2E)-3- (4-£luorophenyl) -2-methyl• 
2-propen-l-yll -l-piperazl nyl 1 methyl] -3a,4-dihydro-7, B-dimethoxy- , 
(3R.3aS)-rel- tCA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown, 




H 



RN 453318-75-1 CAPLUS 

CN 3H - (il Benzopyrano [4 , J-c] isoxazole, 3-([4-l(2E)-3- (4 -Cluorophenyl) - 2 -methyl - 
2 -propen- l-y 11 - 1 -piperazinyl) methyl) -3 a, 4 -di hydro- 7, 8 -dimet hoxy- , 
(3 5, 3aR> -rel- (- ) - (CA INDEX NAME) 

Rotation (•) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 




10/S13699 

RN 722S45-47-3 CAPLUS 

CN 3H- (1] Benzopyrano (4 .3 -c] isoxazole, 3- I [4- ( (2B) -3- (4-£luorophenyl> •2-'propen 
l-yl) -l-piperazinyl] methyl} -3a. 4-dihydro-7,8-dimethoxy-, (3R. 3aS) -rel- 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 936362-34-4 CAPLUS 

CN 3H- HI Benzopyrano [4 , 3 -c} isoxazole, 3- I l4- [ (28) -3- (4-f luorophenyl) -2-propen 
1-yll -l-piperazinyl)methyl) -3a,4-dihydro-7,8-dlmethoxy-, {3R.3a5) -rel- (*) - 
(CA INDEX NAME) 

Rotation i*) . Absolute atereochenistry unknown. 
Double bond geometry as shown. 




IT 4S2313-36-9 452318-26-3 

RLt PAC (Pharmacological activity)/ THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(Tricyclic isoxazolinea : Identification of R226161 as a potential new 
antidepressant that conbinea potent serotonin reuptake inhibition and 
a2- adrenoceptor antagonism) 

RN 4S3313-36-9 CAPLUS 

CN 3H- ( Il Benzopyrano 14, 3 -cl isoxazole, 3a,4-dihydro-7, B-dinethoxy-3- ((4- t(3B)- 
3 -phenyl -2>propen-l-yll -1-piperazinyl) methyl] -, (3R, 3aS) -rel- (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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Erich Leeae 
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Erich Leeae 
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OMe 



H 



RN 452318-26-2 CAPWS 

CN 3H- 1 1 J Bcnzopyrano [4 , 3 -c] lsoxazol« , 3b , 4 -dihydro- 7 , B-dlmethoxy- 3 - [ (4 - [ (2B) - 
2 -met hy 1 - 3 -phenyl - 2 -propen- 1-yl ) - 1 -piperBzinyl ) nettiyll - , <3R, 3bS) -rel - 

(CA IfJDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shoira. 




IT 936362-26-4P 93e362-2e-eP 936362-31'lP 
936362-33'3P 

Rh: RCT (Reactant); 5PN (Synthetic preparation); PRBP (Preparation); ract 
(Reaccant or reagent) 

(Tricyclic isoxazollnest Identification oC R2261S1 as a potential new 
antidepressant that combines potent serotonin reupta)ce Inhibition and 
(i2- adrenoceptor antagonism) 
RN 936362-26-4 CAPLUS 

CN I-Piperazinecarboxylic acid, 4- ( { (3R, 3aS) -3a,4-dihydro-7, 8-difnethoxy-3H- 
[l}ben20pyrano[4 , 3-c] isoxazol-S-yl] nethyll - , 1, 1-dinethylethyl ester, 
rel-(-}- (CA INDEX HAMS) 

Rotation (-) . Absolute stereochemistry unknown. 



OMe 




K 
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RN 936362-28-6 CAPLUS 

CN l-Plperasinecarboxylic acid. 4- [C(3R.3aS)-3a.4-dinydro-7,8-dimethoxy•^H- 
[l]ben^opyrBno(4.^•c}isox•zol•3-yl]Mthyl]-, 1,1-dlmethylethyl ester. 
rei-(*}- <CA imex name) 

Rotation i*) , Absolute stereochenistry un)utown. 



OMe 




H 



RiJ 936362-31-1 CAPLUS 

CN 3H- Ii)Benzopyrano[4, 3-c] isoxazole, 3a, 4-dihydro-7, 8-diniethoxy-3- (1- 
piperazinylmethyl)-, <3R, 3aS) -rel- (-} - (CA INDEX NAME) 

Rotation {-). Absolute stereochemistry unloiown. 




CH 3H- (l]8enzopyrano[4,3-c]i80xazole. 3a,4-dihydro-7.8-dime(:hoxy-3- (1- 
piperazlnylinethyl) -, (3R. 3aS) -rel- (♦) - (CA INDEX NAME) 

Rotation {*) . Absolute stereochemistry unluiown. 
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2006:SailSB CAPLUS 
145;27976 

Isoxazoline- indole derivatives with an improved 
antipsychotic and anxiolytic activity 
Andres -oil, Jose Ignacio; Bartolomc-Nebreda, Jose 
Manuel,- Alcazar-Vaca . Manuel Jcsua,- Garcia-Martin. 
Maria de las Mercedes; Megens. Antonius Adrianus 
Hendrifcus Petrus 

Janssen Pharmaceutica H.V., Belg. 

PCT Int. Appl.. 63 pp, 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



HO 


2006056600 




Al 




20060601 




WO 2005- 


EP56229 






20051125 




H: 


AE, 


AO, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BO, 


BR, 


BH, 


BY, 


8Z 


, CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG. 


ES, 


FI 


, OB, OD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN 


, KP, KR, 






KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MO, 


MK, 


MN 


, HW, MX, 






M2, 


NA. 


NO, 


NI, 


NO, 


NZ, 


OM, 


pa. 


PH, 


PL, 


PT, 


RO, 


RU, 


SC 


, SD, SB, 






SO, 


5K, 


SL, 


SM, 


SY. 


TJ. 


TM. 


TN. 


TR, 


TT. 


TZ, 


UA, 


UG, 


US 


, uz, vc, 






VN. 


YO, 


ZA. 


ZM. 


ZH 
























RH: 


AT. 


BB. 


BO. 


CH. 


CY. 


CZ. 


DB, 


DK. 


EE. 


ES, 


PI, 


PR. 


GB. 


GR 


, HU. IE, 






IS. 


IT, 


LT, 


LU, 


LV, 


MC. 


NL. 


PL, 


PT, 


RO. 


SB, 


SI, 


GK, 


TR 


, BF, BJ, 






CF, 


CO, 


CI. 


CM, 


GA, 


ON, 


GQ, 


OW, 


ML. 


MR. 


NE, 


SN, 


TO, 


TO, BW, QH, 






GM, 


KE, 


LS. 


MW. 


MZ. 


NA, 


SD. 


SL, 


SZ, 


TZ, 


UO, 


ZM, 


ZW, 


AM 


, AZ, BY, 






KQ, 


KZ, 


MD, 


RU, 


TO, 


TM 




















AU 


200S30B77S 




Al 




20060601 




AU 2005- 


308778 






20051125 


CA 
EP 


25858S7 
1819713 






Al 
Al 




20060601 
20070822 




CA 2005- 
EP 2005- 


2585857 
816247 






200S112S 
30051129 




R: 


AT, 


BE, 


BO. 


CH, 


CY, 


CZ. 


OB, 


DK. 


EE, 


BS. 


FI. 


FR. 


QB. 


OR 


, HU, IE, 






IS. 
BA, 


IT, 
HR. 


LI. 
MX, 


LT, 
YU 


LU. 


LV. 


MC, 


HL, 


PL, 


PT, 


RO, 


SB, 


SI, 


SK 


, TR, AL, 


IITY APPLN. 


INFO. t 












EP 2004- 


106123 




A 


20041126 






















WO 200S- 


EP56229 




W 


2005112S 



OTHER SOURCE (S) i 



MARPAT 145:27976 




(CHa)m {CH2)n 




AB Title compds. I tX - CH2, S, O, (un)substituted-H; V • S, O, NH. or NR4 
wherein R4 - al)cyl or covalent bond between the N and the (CK2)n noietyi 
Rl and R2 independently - H, halo, OH. aryl, etc.; R3 - H, CH, halo. 
al)cyl, etc.; g>0-2;mi«0-3;na 0-4; A a bivalent radical chosen from 
(un) substituted piperidinyl which is optionally partially unsatd. or 
(un) substituted alkyl amine), and their pharmaceutically acceptable salts 
are prepared and disclosed as having a binding affinity towards dopamine 
receptors, in particular towards dopamine D2 and/or D3 receptors, with 
selective serotonin reuptalce inhibition (SSRI) properties and showing an 
affinity for the S-HTiA receptor. Thus, e.g., II was prepared by 
substitution of 3a,4 -dihydro-?, B-dloethoxy-3H- ID benzopyrano(4 , 3- 
c] isoxazole- 3 -methanol methaneaulfonate ester with 5-fluoro-3- (l , 2, 3, 6- 
tetrahydro-4-pyridinyl) -IH-indole, ' In binding assays for 5-HTlA receptor, 
I possessed picso values ranging from 6.0-a.9. Further disclosed are 
pharmaceutical compna, comprising I, the use thereof for the prevention 
and/or treatment of a range of psychiatric and neurol. disorders. In 
particular certain psychotic disorders, most in particular sctaizophrenlB 
and processes for their production 

IT 86B727-48-eP 8B8727-56-8P 8S8727-5B-0P 
888727-84-2P 8B8727-97-7P 88B727-98-8P 

RL: PAC (Pharnacological activity); RCT (Reactant) ; SFH (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PRBP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of isoxazoline- indole derivs. with antipsychotic and anxiolytic 
activity) 
RN 6887 27-4 8-8 CAPLUS 

CN iH-Indol-5-ol. 3-[i-l[(3R.3aS)-3a,4-dihydro-7.a-dlBethoxy-3H- 

1 1 1 ben zopyrano 14 , 3 - cl isoxazol - 3 -yl ] nethyl ) - 1 , 2 . 3 , 6 - tetrataydro- 4 - pyr Idiny 1 1 - 
. rel- (CA INDEX NAME) 

Relative stereochemistry. 



:J2/O4/2O07> 



Erich Leese 
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Erich Leeae 
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RN 8B872'l-56<9 CAPLUS 

CN Bthftnol, 2-1 |(3R.3aS) -3-114- (S-fluoro-lH-indDl-3-yl) -l-piperldinyl]methyl] - 
3a,4 -dlhydro-8-ine(:hoxy-3H- (l]benzopyrano [4 , 3-c) isoxazol-'I-ylloxy] 
acetate (ester), rel- <9CI> (CA INDEX NAME) 

Relative stereochemistry. • 




RH 8BB727-SB-0 CAPLUS 

CN 3H- El]Benxopyrano(4,3-c}isoxaxol-7-anine, 3- ( [4- (5-fluoro-lH-lndol-3-yl) -1- 
pip«ridinyllaiethyl] -3a.4-dlliydro-, <3R,3aS) -rel- tCA INDEX NAMB) 

Relative stereochemistry. 




RN 088727-84-2 CAPLUS 

CN 3H- [l|Benzopyrano|4,3-c]isoxazole. 3- ( (3 , 6-dihydro-4- (lH-indol-3-yl) -1 (2H) - 
pyridlnyl]inethyl)-3a,4'dihydro-7,8-dimethoxy-, 08,3aR)- (CA index namB) 

Absolute Btereocheoiistry. 



<12/04/2007> 



Erich Leese 




RN 888737-97-7 CAPLUS 

CN 3H- (l]Benzopyrano(4,3-c]isoxaEOle, 3- ( [4- (5-bromo-lfi-indol-3 -yl.) -3, 6- 

dihydro-l(2H) -pyridinyl1nethyl)-3a.4-dihydro-7,8-dinethoxy-, (3R, 3aS) -rel- 

(CA INDEX NAME) 

Relative stereochemistry. 




RN 888727.98-8 CAPLUS 

CN 3H- [l]Benzopyrano(4,3-cU80xazole, 3- ( 13. 6-dlhydro-4- (S-methoxy-lH-indoI-3- 
yl) -i(2K) -pyridinyllnethyll •3a.4>dihydro-7.8-dlmethoxy- , (3R. 3aS) -rel- 

(CA index NAMB) 

Relative stereochemistry. 




888727-46-6? 888727-47-7? B88727-49-9P 

888727-50-2P 888727-51-3P 8B8727-52-4P 

SBB727-53-EI> 888727-54-6? 8B8727-SS-7P 

888727-57-9? 888727-59-1? 888727-60-4P 

888727-61-5? 888727-62-6? 888737-63-7? 

888727-65-9? 888727-66-OP 88B727-67-1P 
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889727-68-2? 88a727-69-3P 888727-71-7? 
888727-72-8? 888727-73-9P B8B727-74-0P 
B8B727-75-1P 888727-76-2P 888727-77-3? 
88B727-78-4P 888727-79-5? 886727-80-8? 
888727-81-9? 888727-83-0? 88«737-a3-lP 
888727.85-3? 888727-86-4? 888727-B7-S? 
888727-38-6? 888727-89-7? 8B8727-91-1P 
888727-92-2? 88B727-93-3P 888727-94-4? 

888727- 95-5? 888727-96.6? S8S727.99-9P 
888728.00-5? 888728-01-6? 888728-02-7? 
88B728-03-BP BS8738-04-9P 888738-05-0? 
B8B728-06-1P B8B728-08-3P B88728-09-4? 

888728- 10-7? e8872e-32-3P 

Rb: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Diological study); prep (Preparation); USES 
(Uses) 

(preparation of isoxazol ine- indole derivs. with antipsychotic and anxiolytic 
activity) 
RN 888737-4 6-6 CAPLUS 

CN 3H- ri]Benzopyranol4,3-clisoxazole, 3- [ (4- {S-fluoro-lH-indol-3-yl) -3, 6- 

dihydro-l(2H) -pyridinyljmethyl] .3a.4-dihydro-7, B-dimethoxy-. OR, 3aS) -rel- 
tCA INDEX NAME) 

Relative stereochemistry. 



OMe 




RN B8B737.47-7 CAPLUS 

CN iH-Indol-S-ol, 3- (1- IC <3R,3aSI -3a.4-dihydro-7,B-dimethoxy-3H- 
(l1benzopyranof4,3-c1 iBOxazol-3-yl)methyll-4-piperldinyl1 -. r«I- (CA 
INDEX NAME) 

Relative atereochemistry. 



OMe 




RN 888727-49-9 CAPLUS 



10/513699 

CN iK-indoI-6-ol. 1- [l-[[(3R.^aS)-3a,4-dihydro-7,s-dilMthoxy-^H- 
[l] benzopyrano(4,3-c]l80xazol-3-yl]nettiyl] -4.piperidlnyll -. rel- (CA 
INDEX NAMB) 

Relative stereochemistry. 



OMe 




H 



RN B8B737.50-3 CAPLUS 

CN 3H- [l)Benzopyrano(4.3'CliBoxazole, 3a,4.dihydro-7, B.diinethbxy-3- ( (4 - (5* 
methyl -IH-indol- 3 -yl) -1-piperidinylInettayl] (3R,3aS) -rel- (CA INDEX 
HAMEI 

Relative stereocheaiatry. 



OMe 




H 



RN 888727.51-3 CAPLUS 

CN IN- Indol* $. amine, 3- [l- ( I (3R.3aS) -3a, 4-dihydro-7, B-dimethoxy-3H- 

[11 benzopyrano 14, 3- c} isoxazol -3 -yll methyl) .4-pipcridinyl] > , rel- (CA 
INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



12/04/2007: 



Brlch Leese 



<12/04/3007> 



Erich Leese 



10/513699 



10/513699 



RN B8B727-S2-4 CAPLUS 

CN Acetamide, N* [3- U- H (3R,3aS) -3^l,4-<llhydro.7,B.di■»ethoxy-3H- 
ll) benzopyrano[4 ,3 -cl isoxBzol-3-yl)atethyll -4-piperidinyll -lH-indol-5-yll - , 
rel- (CA INDEX NAME) 

Relative stereochemistry. 



OMe 




RN 888727-53-5 CAPLUS 

CN Urea. N- [3- U- I [ (3R. 3aS) -3a, 4-dlhydro-7, 8-di(r«thoxy-3H- (l)benzopyranoC4, 3- 
cJ iaoxazol -3-yl] mechyl) -1, 2, 3, 6-tetrahydro-4-pyridinyl] -IH-indoI -5-yl) -N' - 

ethyl-, rel- (CA INDEX HAKE) 

Relative stereochemistry. 



OHe 




H 



RN 8BB727-54-6 CAPLUS 

CN 3H- Ul Benzopyranol4,3-c}i80xazole, 3* [ (3,«-dihydro-4- (l-methyl-lH>lndol-3- 
yl) -].(2H) -pyridinyl) methyl] -3a,4-dihydro-T,8-dimethCMcy-. (3R,3aS) -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 



Me pMe 




<12/04/a007> Erich Leese 



RN 888727-55-7 CAPLUS 

CN 3H- (1} 8enzopyrano[4. 3-cl isoxazole, 3a.4-dlhydro-7. 8-dlmethoxy-3- [ [4- (S- 
methoxy-lH-indol-3-yl)-l-piperidinyl]methyl]-, OR. 3aS) -rel- (CA INDEX 
NAME) 

Relative stereochemistry. 



OMe 




H 



RM 888727-57-9 CAPLUS 

CN Ethanol. 2- ( [ OR, 3aS) -3- ( [4- (5-Cluoro-lH-indol-3-yl> -l-plperidinyllmethyl] - 
3a,4-dihydro-8-methoxy-3H- [t]benxopyrano(4,3-cllsoxazol-7-yllQxyl-, rel- 

(CA INDEX NAME) 
Relative stereochemistry. 




RN 888727-59-1 CAPLUS 

CN Acetamide, N- ( OR, 3as) -3- [ (4- (S-£luoro-lH-indoI-3-yl) -1- 

piperidinyl] methyl) -3a,4-dihydro-3H- [llbeozopyrano(4.3-c)isoxaEol-7-yl] 
rel- (CA INDEX NAME) 

Relative stereochemistry. 




ci2/04/2007> Brich Leese 



10/513699 

RN 88 8727-60-4 CAPLUS 

CN 3H- (llBenzopyrano [4, 3-c] isoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- [l4- [5-1(2- 
methoxyethoxy)methoxy) -JH-ir»dol-3-yll • 1-pi per idinyll methyl] 
(3R,9aS) -rel- (CA INDEX NAME) 

Relative stereochemistry. 



PAGE 1-A 




RN 888727.61-5 CAPLUS 

CN 3H- [l]Benzopyrano[4,3-c)iaoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- [14- 15- 
phenyl-lK-indol-3-yl)-l-piperidinylliaethyl] -, t3R.3aS) -rel- (CA INDEX 
NAME) 

Relative stereochemistry. 



OMe 




H 



RN B3BT27-62-6 CAPLUS 

CN 3H- Ul Berizopyrano{4 , 3 -c) isoxazole- S-methanamine, N- O- (S-f luoro-lH-indol-3• 
yl)propyl) -3B,4-dihydro-7, 8-dimethoxy-, (3R.3aS)- (CA INDEX NAME] 



10/513699 

Absolute stereochemistry. 

OMe 




RN 8 88727-63-7 CAPLUS 

CN 3H- II] Benzopyrano(4.3-c] isoxazole- 3 -raethanamine, N- (3- {S-fluoro-lH-indol-3- 
yDpropyl] -3a,4-dihydro-7,8-dlmethoxy-, OR.3aS)-rel- (CA INDEX KAMB) 

Relative stereochemistry. 



OMe 




U 



RN 888727-65-9 CAPLUS 

CN 3H- [II BenEOpyranoC4, 3 -cl isoxazole, 3a,4-dihydro-3- [(4- (lH-indol-3-yl)-l- 
piperidinyl]fnethyll-7.a-dinethoxy-, OR, 3aS> -rel- , ethanedioate (1:1) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 888737-64-8 

CHF C36 H29 H3 04 

Relative stereochemistry. 




H 



«12/04/2007> 



Erich Leese 



:12/04/2007i 



Erich Leese 



10/513699 



10/S13699 



O O 
)l 11 
HO- C- C- OH 




RN SS8737-6S-0 CAPLUS 

CN 3H- [l18eiizopyrano(4,3-c]i8oxazole. 3- [[4- (4-fluoro-lH-indot-3-yl) -1- 

pipcrldinyl]inechyll-3a.4>dihydro-'',a-dimethoxy-, (3R.3aS) -rel- (CA INDEX 
NAME) 

Relative stereochemistry. 



KH 888727-69-3 CAFLUS 

CN 3H-U]Benzopyranot4,3*c]i80x«zole, 3 - [ (4- <5-f luoro- lH-indol-3-yl) • 1- 

pipcridinyllmethyl] '3a,4-dihydro>7,8-diMthoxy-. (3S.3aR>- (CA INDEX 

NAME) 

Absolute stereochemistry. 




RN 888727-67-1 CAPLU3 

CN 3H- [i]Berzopyrano(4,3-c]isoxazoIe. 3- I [4- (S-fluoro-iH-indol-3-yl) -l- 
piperidinyl] methyl) -3a,4-dihydro-7, B-dinethoxy , (3R,3«S)-rel- (CA 1 
NAME) 

Relative stereochemistry. 




RN 888727-71-7 CAPLUS 

CN 3 H - (1 1 Benzopyrano 14 , 3 - cj i soxazol -7-ol. 3-((4-(5- f luoro- IH - Indol - 3 -y 1) - 1 - 
piperidinyllnethyl] -3a.4-dihydro-B-netlioxy-, (3R,3aS) -rel- (CA INDEX 

NAME) 

Relative stereoehenistry. 




888727-68-2 CAPLUS 

3H- (I) Benzopyrano [4, 3 -cUaoxazoIe. 3- [U- (5- £luoro-lH-lndol -3-yl) -1- 
piperidinyl 1 methyl] -38,4 -dihydro-7. 8 -dimethoxy-. (3R,3aS)- (CA INDEX 



Absolute stereochemistry. 




RN 888727-72-8 CAPLUS 

CN Acetic acid, ethoxy-, 2- ( I (3R. 3aS> -3- { (4- (5-eiuoro-iH-iadol-3 -yl) -1- 
piper idinyl ] methyl } - 3a . 4 -dihydro- 8 -methoxy • 3 II - ( 1] benzopyrano [4,3- 
cli80xBzol-7-yl]oxy] ethyl ester, rel- {9CI) (CA INDEX NAf4B) 

Relative stereochemistry. 



<l2/04/aoo7> 





RN 888727-75-1 CAPLUS 

CN 3H- [1) Benzopyrano [4, 3 -c}iBOxazole, 3 • ( C4- (6-nuoro-lH-indol-3-yl> -1- 
piperidinyllmethyl]-3a,4-dihydro-7,8-dii«ethoxy-. {3R.3aS)- (CA INDEX 

NAME) 

Absolute stereochemistry. 



RN 888727-73-9 CAPLUS 

CN carbamic acid, ethyl-, 2- [ { OR, 3a8> -3- ( [4- (S-f luoro>lH-indol-3-yl) -1- 
piper idinyl ) methyl ] - 3a . 4 -dihydro- 8 -methoxy-3M- {II benzopyrano C4 . 3 - 
c]isDxazol-7-yl1oxy)ethyl ester, rel- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 





RN 888727-74-0 CAPLUS 

CN 3H- [l]Benzopyrano(4.3-cJisoxaBole, 3- ( [4- (6>fluoro-lH-indol-3-yl> -1- 

piperidinyl)methyll-3a,4-dihydro-7,8-diiaethoxy-, (3R,3a8) -rel- (CA INDEX 
NAMB> 

Relative stereochemistry. 



886727-76-2 CAPLUS 

3H- El]Benzopyrano(4,3-c) isoxBZOle, 3- ({4- (6-f luoro-lH-indol-3-yl) -l- 
piperidinyllmethyl] •3a,4<-dihydro-7,8-dinethoxy-, (3S,3aR)- (CA INDEX 



Absolute stereochemistry. 




RN 888727-77-3 CAPLUS 

CN 3H- {1] Benzopyrano l4 . 3 -cl iaoxarol-7-amine. 3- I l4- («-£luoro-lU- indol -3-yl) -l- 
piperidinyllmethyl) -3a, 4-dihydro-N- (2- (l-pyrrolidlnyl)ethyl] 
(3R.3aS)-rel- (CA INDEX NAME) 

Relative stereochemistry. 



<12/04/2007> 



Erich Leese 



10/S13699 



1D/S13699 

Relative stereochenistry . 




H 



RN 8e8T27-7a-4 CAPLUS 

CN 3H- 111 Bentopyranol4.3-cl isoxazole. J- ({4- (6-fluoro-lH-indoJ-3-yl) -l- 
piperidinyi 3 methyl) -3a, 4 -di hydro- 7- U-morpholinyl ) - . (3R, 3aS) •rel- (CA 
INDEX NAME) 

Relative stereocheiai&try . 




H 



RN 888727-79-5 CAPLUS 

CN 3H- (ljBen20pyrano(4.3-c] iaoxazole, 3- [ (4- (7- Eluoro-lH-indol-3-yl> -1- 

piperidinyl] methyl) -3a. 4-dlhydro-7, 8-diin«l.hoxy- , (3R, 3bS) -rel- (CA INDEX 
NAME) 

Relative stereochemistry. 



F OMe 




H 



RN 888727-80-6 CAPLUS 

CN 3H- Cl1Bttnzopyranol4.3-eligoxBzole, 3 - ((4- (S-chloro-lH-indol-a-yD-l- 
piperidinyllmethyl] -3a, 4.(lihydro-7, 8-dinethoxy-, (3R,3aS)-rel- (CA INDEX 
NAME) 



<12/04/2007> Erich Leese 




H 



RN 888727- 8 1-9 CAPUIS 

CN 3H- (1] BenBOpyrano[4,3-cIisoxazole. 3- { (4- (S-braao-lH-indol-3-yl) -l- 

piperidinyl]methyl}-3a,4-dihydro-7,8-dliDethoxy-, OR, 3aS} -rel- (CA INDEX 
NAME) 

Relative Btereochemiatry . 



OMe 




RN 888727-82-0 CAPLUS 

CN lH-Indole-5-carbonltrile, 3- (1- l{(3R,3as} -3B,4-dihydro-7, 8-dimethoxy-3H- 
(l]benzopyrano{4 , 3-c] IsoxazoX- 3 >yl] methyl] •4-piperidinyl] • , rel- (CA 
INDEX NAME) 

Relative Btereochenistry. 




H 



RN 888727-83-1 CAPLUS 

CN 3H- |llBenzopyrano{4,3-c]i80xazole, 3- t C3 . 6-dihydro-4- (lH-indol-3-yl) -l {2H) - 
PVridinyl]inethyl]-3a.4-dihydro-7,a-dinethoxy, (3R,3a8)- (cA INDEX NAME) 



<i2/04/2007> Erich Leese 



10/S13699 

Absolute stereochemistry. 



OMe 




H 



RN a8a727-8&-3 CAPLUS 

CN 3H. UlBen2opyranol4.3-cJisDxazole. 3- t (4- (4-f Iuoro-lH-indol-3-yl> -3 , 6- 

dihydro-l <2H) -pyridinyl] methyl] -3a,4-dihydro-7,s-diiReEhoxy-. (3R,3aS) -rel- 

(CA INDEX KAME) 

Relative stereochemistry. 




H 



RN 888727-86-4 CAPLUS 

CN 3H- til Benzopyrano (4.3-0] isoxazole, 3- [ (4- (4- Cluoro-lH-indol -3 -yl) -3 , C- 
dihydro-i <2H) -pyridinyllmethyl] -3a,4-dihydro-7, B-dinethoxy- , (38,3aR) - 

(CA INDEX NAME) 

Absolute stereochemistry. 




RN 888727-87-5 CAPLUS 

CN 3H- (11 Benzopyrano |4 ,3 -cl isoxazole, 3- ( (4- (4-fluoro-lH-indol-3-yl) -3, 6- 
dihydro-l{2H) -pyridinyllmethyl] -3a,4-(lihydro-7,8-dimethoxy-, {3R,3aS)- 
tCA INDEX NAME) 



<12/04/3007> Erich Leese 



10/S13C99 

Absolute stereochemistry. 



OMe 




RN 8ie727-l8-6 CAPLUS 

CN 3 H - E 1 ] Benzopyrano (4 , 3 - cl i soxazole , 3 - [ I4 - ( S - f luoro- IH - indol -3-yl}-3.6- 
dlhydro-1 (2H} -pyridinyl! methyl] -3b, 4 -dihydro- 7, 8-dimethoxy- . (3R, 3aS) - 
(CA INDEX MAMS) 

Absolute stereochenistry. 



OMe 




H 



RN 888727-69-7 CAPLUS 

CN 3H- fl] Benzopyrano [4, 3-c) isoxozoie, 3- ( [4- (5 - f luoro- IH- indol-3 -yl) -3 , 6- 
dihydro-1 (2H) -pyridinyllmethyl) -3a,4-dihydro-7, 8-dimethoxy-, (3S,3aR) - 
(CA INDEX NAME) 

Absolute stereochenistry. 




H 



RN 888727-91-1 CAPLUS 

CN 3H- (1) Benzopyrano 14, 3 •c]isoxazol-7-aaine. 3- C [4- (S-Cluoro-lH-indol-3-yl) - 
3, 6-dihydro-l{3H) -pyridinyllmethyl) -3a«4-dihydro-. (3R.3aa) -rel- (CA 



<13/04/2007> Erich Leese 



10/513699 

INDEX NAMB) 
Relative stereochemistry. 



10/S13699 

, OR,3a6}-rel- (CA INDEX NAME) 

Relative atereochemistry. 






BB872T-92-2 CAPLUS 

3H- (HBenzopyrano(4 , 3-c] isoxazole. 3 - { (4 - ( 5- Cluoro- IH- indol - 3 -yl) -3.6- 
dihydro-1 {2H) -pyridinyX] methyl] -3a, 4-dihy<Jro-7- (4-morphollnyl> -, 
(3R,3aS)-rel- (CA index NAME) 



Relative stereochemistry. 



o . 




O 



RN 8B8T27-95-5 CAPLUS 

CK 3H- tl]Benzopyrano(4.3-clisoxasole. 3- ([4- {6-Cluoro- lH-indol-3 -yl) -3 , 6- 

dihydro- 1 (2H) -pyrldinyllnethyll -3a,4-dlhydro-7, s-dimethoxy- , <3R. 3aS) -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 



RN 889727-93-3 CAPLUS 

CN 3H- [1] Benzopyrano |4, 3-cl isoxazol -7-amine, 3- [ I4- (S-f luoro-lH-indol-3-yl> - 
3, 6-dihydro-l (2H) -pyridinyllmethylj -3n,4-dlhydro-N- [3» (l- 
pyrrolidiayDethyl) -. (3R. 3aS) -rel - (CA INDEX NAMB) 

Relative stereochemistry. 





RN 888727-96-6 CAPLUS 

CN 3H- [l)Benropyrano[4, 3-cU80xa20le, 3- t (4- (S-chloro-IH-indol->-yl) -3,6- 

dihydro-1 (2H) -pyridinyDnethyl] •3a.4-dihydro-7, 8-dimethoxy- , (3R,3aS} -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 



888727-94-4 CAPLUS 

3H- tl) Benzopyrano |4, 3- cl isoxazole. 3- I I4- l5-Cliiaro-lM<iRdol-3-yl) -3, 6- 
dihydro- l (2H) -pyfidinyl) methyl] -3a,4'dihydro-7- ( (2-iBethoxyethoxy)inethoxyl - 



«:13/04/a007k 



Erich Leese 



<13/04/3007> 






RM 888727-99-9 CAPLUS 

CN 3H- I tl Benzopyrano (4. 3 -c] isoxazole, 3- [ [3. 6-dihydro-4- (S-methyl-lH-indol-3- 
yl) -1(2H} pyridinyl] methyl] -3a.4-dihydro-7, 8-diinethoxy-, OR, 3aS) -rel- 
(CA INDEX NAMB) 

Relative stereochemistry. 



RN 888728-02-7 CAPLUS 

CN lH-Indole-5-carbonitrile, 3- [1- ( I (3R.3aS) -3a,4-dihydro-7, 8-ditncthoxy-3H- 

(1] benzopyrano (4. 3-c] iaoxazol-3-yI]methyll -1, 3, 3. 6-tetrahydro-4-pyridinyl] - 
, rel- (CA INDEX NAME) 

Relative stereochemistry. 





RN 88B72B-00-5 CAPLiUS 

CN 3H- [1] Benzopyrano [4 , 3-c] isoxazole, 3- { [3 , 6-dihydro-4 - (5-nitro-lll-indol-3- 
yl) -1 (2H) •pyridinyl]methyll-3a,4-dlhydro-7,8-dimethoxy-, (3R, 3aS) -rel- 

{CA INDEX NAMB) 

Relative stereochemistry. 



RN 888728-03-8 CAPLUS 

CN Urea , N-[3-tl-[t(3R.3aS}-3a,4- dlhydro- 7 , a -dimethoxy- 3 H - 1 1 ] benzopyrano (4,3- 
c I isoxasol • 3 • yl ] met hy 1 ) -1,3,3,6- tetrahydro- 4 -pyri dinyl ] • IH- indol - S - yl ] -N ' - 
phenyl-, rel- (CA INDEX NAME) 

Relative stereochemistry. 





RN 8BB''28-01-G CAPLUS 

CN 3K- 11) Benzopyrano(4 , 3-C) isoxazole, 3- I (3. 6-dihydro-4- (S-phenyl-lH-indol-3- 
yl) -1 (2H) -pyridinyDmethyll •3a, 4 -dlhydro-7, s-dimethoxy- , (3R. 3aS} -rel- 
(CA IMDEX NAME) 

Relative stereochemistry. 



888728-04-9 CAPLUS 

Glycine, N- t ( t3- (1- ( ( (3R,3aS) -3a. 4-dihydro-7. 8-diniethoxy-3H- 
[ 1] benzopyrano (4 , 3-c) iaoxazol- 3 -yl} methyl) -1, 2. 3 , 6-tetrahydro-4-pyridinyl) - 
lH-indol-5-yl]ariinolcarbonyl] ethyl eater, rel- (CA INDEX name) 



<12/04/aoo7» 



Erich Leese 



<12/04/30O7> 



Erich beese 



10/S13699 

Relative stereochemistry. 



X. 




RN 88a738-09-0 CAPLUS 

CN Acetamide, N- (3- (1- 1 ( OR.3aS) -3a.4-dihy(lro-7. B-dlnethoxy-3H- 

1 1 1 benzopyr ano {4 . 3 - cl i aoxa sol - 3 - yl ] methyl l-li2,3««-tet rahydro- 4 - pyr Idlnyl 1 - 
IH-indOl-S-yl] -3<nethoxy-, rel- (CA TNDGX NAME) 

Relative stereochemistry. 




RN 888128-08-3 CAPUIS 

CN Methanesulfonamide, N- t3- (1- I [ OR, 3aa) -3s,4-dihydro-7, •-diaethoxy-3H- 

[11 benzopyr sno [4 , 3 -e] Isoxazol- 3-yl 1 methyl] a . 3 , 6-tetrahydro>4 -pyridlnyl] - 
lH-indol-5-yl)-, rel-, mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 888728-07-2 
CMP C37 H30 N4 06 8 

Relative stereochemiacry . 




9 

3 ^R 



RN 888728-06-1 CAPLUS 

CN Acetic acid. [ (3- (1- ( [ (3R, 3a8) -3a,4-dlhydro-7, 8-dimethoxy-3H- 

Illbenzopyrano [4 . 3-c] isoxazol -3-yl I methyl] -1.2,3, 6-tetrahydro-4-pyridinyl) - 
IH-indol-S-yl) amino) OXO-, ethyl eater, rel- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 



888728-09-4 CAPLUS 

3H- 11] Benzopyrano[4,3-c) iaoxazole. 3- ( 14- I (5-fXuoro-iH-indol-3 -yljmethyl) - 
l-piperidinyl)nethyl) -3a.4-dihydro-7, 8-dinethoxy-, (3R,3as) -rel- (CA 



Relative stereochemiacry. 



Erich Leese 



Erich Ueeae 




RN 888728-10-7 CAPLUS 

CN 3H- [l)Benzopyrano(4, 3-c] isoxazole, 3- ( [4- (6-£luoro-3-benzofuranyl) -3, 6- 

dihydro-1 (2H>-pyridinyl]methyIl-3a,4-dihydro-7,8-dimethoxy-, (3R, 3aS) -rel- 

(CA INDEX NAME) 

Relative stereochemistry. 




888728-32-3 CAPLUS 

lH-Indol-5-amine. 3- [l- I ( (3R, 3as) -3a, 4 -dihydro-7, 8-dimethoxy-3H- 

I 1 } benzopyr ano [4 , 3-c] isoxazol-3 -yl] methyl] -1.2,3, 6-tetrahydro-4 -pyridlnyl] - 

, rel-, monotcrieiuoroacecate) (9CI) (CA INDEX NAME] 



BSB728-28-7P 888728-29-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation),- RACT 
(Reactanc or reagent) 

(preparation of isoxazol ine- indole derivs. with antipsychotic and anxiolytic 
activity) 
888738-28-7 CAPLUS 

carbamic acid, [3- [1- ( [ (3R, 3aa) -3a, 4-dihydro-7, 8-dimethoxy-3H- 
|i] ben zopyrano(4. 3-c] isoxazol -3-yl] methyl! -l,2,3,6-tetrahydro-4-pyridinyl] - 



IH-indol-S-yl) -, 1, 1-dimethylechyl ester. 
Relative stereochemistry. 



rel- (9CI> (CA INDEX NAME) 




Relative stereochemistry. 



RN 888738-29-8 CAPLUS 

CN Carbamie acid. ( (3R.3a8> -3- [ (4- (S-fluoro-lH-indol-3-yl) -3, 6-dihydro-l(2H) - 
pyridlnyl I methyl] -3a, 4 -dihydro-3H- ll]benzopyranot«,3-cl isoxazol - 7 -yl] -, 
1,1-dimeChylethyl ester, rel- (SCI) (CA INDEX NAME) 

Relative stereochemistry. 
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1,7 ANSHER 3 OP 14 CAPLUS COPYRIGHT 2007 ACS on STH 
ACCBSaXON NUMBER: 2006:505909 CAPLUS 

DOCUMENT NUMBER: 14 5:95782 

TITLE: Synthesis of ''•Atnino-Sa. 4 -dihydro-^H- 

tI]b«nzopy^llno[4,3'C] isoxazole derivatives displaying 
combined a2-adrenocepcor antagonistic and S-HT 

reuptake inhibiting activities 
AUTHOR (SI : Andres, J. tgnacio; Alcazar, Jesus; Alonso, Jose M./ 

De Lucas, Ana I.; icurrino, Laura; Biesmans, User 
Mcgens, Anton A. 

Medicinal Chemistry Department, Division of 
janssen>Cilag, Johnson fc Johnson PharMceutical 
Research and Development, Toledo. 4S007, Spain 
Bioorganic t Medicinal Chemistry (2006), 14(l3t. 
4361-4372 

CODEN: BMECEPi ISSN: 0968-OB96 
Elsevier B.v. 
Journal 
English 

CASREACT 1^5:95-782 
following a program searching for dual S-HT reuptaKie inhibitors and 
<i2 -adrenoceptor antagoniats started at Johnson d Johnson 
Pharmaceutical Research & Development, we now report on the synthesis of a 
series of 7-afflino-3a.4-dihydro-3H- [l)benzopyrano[4,3-c]isoxazole derlvs.. 
some of which proved to be the most potent u 2 -adrenoceptor blockers 
wichin this chemical class of tricyclic Isoxazollnes. while keeping potent 
S-HT reuptake inhibiting activity. 
IT 613074-52-9P 612074-56-3P 612074-S7-4P 
613074-6a-7P 612074-81-4P 612074-68-1? 
612074-89-3P 612074-90.5P 612074-92-7P 
612074-93-8P 612074-94-9P 612074-95-OP 

612074- 9S-3P 612074-99-4P 61207S-02-2P 

612075- 03-3P 612075-O7-7P 612075-09-9P 
612075-10-2P 612075-11-3P 61207S-12-4P 
612075-13-5P 612075-15-7P 612075-88-4? 
770701-27-2P 89S169-63-8P 895169-64-9? 

RL: PAC (Pharmacological activity) r SPN (Synthetic preparation) ; THU 
(Therapeutic use); biol (Biological study) r PREP (Preparation)/ USES 
(Uses) 

(benzopyranoisoxazole derivs. displaying combined a2 -adrenoceptor 
. antagonistic and 5-HT reuptake inhibiting activities) 
RN 612074-52-9 CAPLUS 

CN 3H- [l!Bonzopyrano[4.3-c)isoxasol-7-amine, 3a,4-dihydro-3- [(4-{(ZE)-2- 
methyl-3-phenyl-2-propenyl] -1-piperazinyl] methyl) -N- (phenylnethyl ) 
(3R,3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown, 




RU 612074 -S6-3 CAPLUS 

CN Acetamlde. N- [(3R,3aS) -3a,4-dihydrO'3- I [4- ((2B)-^-methyl-^•phenyl-3• 
propenyl] -l-piperazinyl] methyl] -3H- [l)benzopyrano{4,3-c]isoxazol-7-yll - 

rel- (9CI) (CA INDEX NAME) 

Relative stereocheniiatry . 
Double bond geometry as shown. 




RN 612074-57-4 CAPLUS 

CN Urea. N- I{3R.3as) -3a,4-dihydro-3- I (4- ( (2E) -2-methyl-3-phenyl-2-propenylJ -l- 
piperazinyl) methyl] -3H- Ulbenzopyrano [4 , 3-c] isoxaBol-7-yl] -N'- (3,4- 
dlmethoxyphenyl)-, rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074-68-7 CAPLUS 

CN 3H- [l]BenEOpyrano[4,3-c]iBOxazol-7-amine, N-ethyl-3a,4-dihydro-3- H4- ((2E)- 
^•methyl-^•phenyl-2-propenyl] -i-plperazlnyl]methyl1 - , (3R,3aS} -rel- (9Ci) 
(CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> 



<12/04/20D7> 





RN 613D74-S1-4 CAPLUS 

CN Ethanol, 2- ( C(3R,3as) -3B,4-dlhydro-3- ( (4- I (3e) •2-methyl-3-phenyl-2- 
propenyl) -l-piperazinyljmethyl] -3H- [l)benzopyrano[4, 3-c] i80xazol-7- 
yllmethylamino] rel- (SCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612 0 74-90-B CAPLUS 

CN 3K- [1] Benzopyrano (4 , 3-c] iaoxazol - 7-amine , N- (4- f luorophenyl) -3a, 4-dihydro- 
3- ( (4- ( (2E) -2-Tnethyl-3-phenyl-2-propenyli -l-piperazinyl}methyl] > , 
(3R, 3aS) -rel- (9CI) (CA index HAI4B} 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074-8B-1 CAPLUS 

CN 3H- (11 Benzopyrano [4, 3 -cl iaoxazol -7- amine, 3a,4-dihydro-3- ( (4- ( (2B) -2- 

methyl -3-phenyl-2-propenyll - 1-piperazlnyl ) methyl] -N-phenyl-, (3R, 3aS) -rel- 

<9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612074-92-7 CAPLUS 

CN Benzonltrile, 3- [ [ (3R, 3aS} -3a, 4-dlhydro-3- [ C4- [ (2B} -2-methyl -3 -phenyl - 
propenyl] -1-piperazlnyl} methyl] -3H- (1) benzopyrano (4, 3-clisoxazol -7- 
yllamino]-, rel- (9CI) (CA INDBX name) 

Relative stereochemiatry. 
Double bond geometry as sliown. 





RN 612074-89-2 CAPLUS 

CN 3H- [1] Benzopyrano [4, 3-c) isoxazol -7- amine, 3a , 4 -dihydro-H-methyl-3- [ [4- 
( (3B)-2-methyl-3-phenyl-2-propenyl} -l-plperazlnyl] Diethyl] -N-phenyi- , 
(3R.3a8) -rel- (9CJ) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



612074-93-8 CAPLUS 

3H- (1) Benzopyrano (4, 3 -c] isoxazol- 7-amine, 3a, 4 -dihydro-N- (2 -methylphenyl) • 
3- ( (4- ( {2B} -2 -methyl -3 -phenyl -2 -propenyl] -l-piperasinyl) methyl] 
(3R,3BS)-rel- (9CI) (CA INDEX NAME) 



<12/04/2007> 



Brlch Leese 



<13/O4/a007> 



Brlch Leese 



10/513699 



10/51J699 



Relative stereochemistry. 
Double bond gaomecry as shown. 




RN 612071-94-9 CAPLUS 

CN 3H- [11 Benzopyrano [4 , 3 -c) isoxazol - 7-amine , K- (3 , 4 -dimcthylphenyl ) -3a.4- 

<lihydro-3- [(4- ( (2E) -2-methyl-3-phenyX-2-propenyll -l-piperaiinyljmethyl] -, 
nR,3aS)-rel- <9CI) (CA INDEX NAME) 

Relative scereochemistry . 
Double bond geometry ae shown. 




RN 612074-95-0 CAPLUS 

CN 3H- (l)Benzopyrano(4,3-c] isoxazol-7-Bmine, 3a,4-dihydro-N-Biethyl-3- ( [4- 

C (3E) •3-mechyl-3-phenyl-2'-propenyX) •l-piperasinyl)methyll -N' (phenylmethyl) • 
, (3tl.3aS> -rel- (9CI) (CA INDEX NAME) 

Relative atereochemlatry . 
Double bond geometry as shown. 




612D74-98-3 CAPLUS 

Propanamlde, H- ( (3R. 3as) -3a, 4-dihydro-3- ( {4- 1 (3B) -2-oethyl-3 -phenyl -2- 



propenyl] -l-piperazinyl J methyl) -3H- (1) benzopyrano [4 , 3-c] lsoxazol-7-yl} -2,2- 
dimethyl-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



He k^N. 




RN 612074-99-4 CAPLUS 

CN Cyclopropanecarboxaaide, H- [(3R,3as) •3a,4-dlhydro-3- ( (4- ( (2B> -2-methyl-3- 
phenyl - 2 - propenyl J - 1 -piper a zinyl 1 methyl I - 3H- 1 1 1 benzopyraho [« . 3 -cl isoxazol - 
7-yI)-. rel- (9CI) (CA INDEX HAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN ei2075-02-2 CAPLUS 

CN 2-Propenamide, N- [ (3R,3aS) -3a,4-dihydro-3- ( (4- [ (2E) -3-methyl-3-phenyl-2- 
propenyl 1 - 1 - piperazinyl ] methyl 1 - 3 H- ( 1] benzopyrano (4 , ) - c} isoxa zol - 7 -yl 1 - , 
rel- (SCI) (CA INDEX HAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




<12/04/2007> 



RN 61207S-03-3 CAPLUS 

CN Benzatnide. N- t (3R, 3aS) -3a,4-dihydro-3- ( [4- ( (2E) -2-methyl-3-phenyl-2- 
propenyl) -l-piperazinyl]methyl) -3H- ( 1] benzopyrano (4 .3 -cl isoxazol -7-yl ) • , 

rel- (SCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612075-10-2 CAPLUS 

CN Urea, N-cyclohexyl-N* - [OR, 3aS) -3a,4-dihydro-3- ( [4- ( (2E) -2-methyl-3-phenyl- 
2 -propenyl] -1 -piperazinyl] methyl! -3H- [1 I benzopyrano {4, 3 -c} isoxazol- 7-yl] 
rel- (9CI) (CA INDEX HAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-07-7 CAPLUS 

CN Urea. N- ( (3R,3aS) -3a,4-dihydro-3- [(4- [(2B) -2-methyl-3-phenyl-2-propenyl] -1- 
piperazinyl ] methyl] -3H- ( 1] benzopyrano (4. 3- c) isoxazol -7 -yll -H' -ethyl-, rel- 
(9CI) (CA INDEX KAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN fil207S-ll-3 CAPLUS 

CN Glycine. H- [ 1 1 OR, 3 as > -3a, 4 -dihydro-3- ( I4- t (aS) -2-methyl-3-phenyl-a- 
propenyll -l-piperBzinyl]methyl) -3H- (1) bensopyranot4. 3-c] isoxazol-7- 
yl) amino] carbonyl) - , ethyl ester, rel- (9CI> (CA INDEX HAKE) 

Relative stereochemistry. 

Double bond geometry as shown. 





RN 61207S-09-9 CAPLUS 

CN Urea, N- [(3R,3aS) -3a, 4 -dihydro-3- [(4- ((2E) -2-mcthyl-3 -phenyl -2 -propenyl] -1- 
piperazinyl] methyl] -311- (1] benzopyrano (4, 3 -cI isoxazol -7-yl I -N' - (1,1- 

dimethylethyl) -, rel- (9CH (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RM 61207S-12-4 CAPLUS 

CH Urea, N- [ (3R,3aS) -3a,4-dihydro-3- [ [4- ({28) -a-methyl-s-phenyl-a-propenyl} -1- 
piperazinyl ) methyl) -3H- II] benzopyrano (4 . 3-c] isoxazol-7-yl I -M* -phenyl- , 
rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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RN 61207S-13-5 CAPbUS 

CN Urea. H- [(3R,3aS) •3a,4-dihydro>3- [ (4- [ (aB> -2-methyl-3-phenyl-2-propenyl] - 
pi perazinyl] methyl] -3H- (llbenzopyrano{4 , 3-cl isoxazol-7-yl] >N'- (^• 
f luorophenyl) - , rel' (SCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 612075-15-7 CAPL.US 

CN 3-Pyridinecarboxaniide. N- ( (3R. 3aS> -3a, 4 -dihydro-3- ( [4- I (2E> -2-inethyl-3 - 

phenyl -2 -propenyl] - 1-piperazinyl] methyl) -3H- U]benzopyrano{4 ,3-c)i8oxazol- 
7-yl)-, rcl- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geonetry as shown. 



RN 770707-37-2 CAPLUS 

CN 3H- tl] Benzopyrano [4 , 3-cl i80xazol-7-aralne, 3a,4-dihydro-N-nechyl-3- tt4- 

( (2E) -2 -methyl- 3 -phenyl -2-propenyl}-l-plperazlnyl|methyll-, (3R,3aS] -rel- 

(9C1) (CA INDEX NAME> 

Relative stereochemistry. 
Double bond geometry as shown. 




Me 'x^Mn 




RN 89S169-63-B CAPLUS 

CN Bthanol, 2- ( [(3R,3BS)-3a,4-dihydro-3- [I4- l(2B) -3-nethyl-3 -phenyl -2- 
propenyl] • l-piperazinyl] methyl) -3H- Cl]benzopyrano(4,3-c]i80)uizol-7- 
yllmethylaminol - (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 612015-88-4 CAPLUS 

CN 1 , 2-Et.hanedinmine, N- I (3R, 3aS) - 3a, 4-dihydro- 3 - ( [4- I <2E) -2-methyl - 3 -phenyl - 
2 -propenyl 1 -l -pi perazinyll methyl] -3H- (l) benzopyrano (4, 3- c] i9oxazol-7-yl] • 
N.N' .N'-trimethyl-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN B9 5 169 -64 -9 CAPLUS 

CN Bthanol. 2- (((3S.3BR)-3a.4-dihydro-3- t(4- [ (2E) -2-methyl-3-phenyl-2- 
propenyl ) - 1 -piperazinyl ) methyl ] - 3H- 1 1] benzopyrano t4 . 3 -c] isoxazol -7- 
yllmethylamlnol- (9CI) (CA INDEX name) 

Absolute stereochemistry. 



<12/04/2007> 
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Double bond geometry as shown. 




IT 452319-29-eP 613074-5S-2P S9S169-62-7P 

RL: RCT (Reactant)/ SPN (Synthetic preparation): PREP (Preparation); RACT 
(Reactant or reagent) 

(benzopyranoisoxazole derivs. displaying combined a3- adrenoceptor 
antagonistic and 5-HT reupta)ce inhibiting activities) 
RN 452319-29-B CAPLUS 

CN 3H- [II Benzopyrano (4. 3>c] isoxazole. 7-fluoro-3a.4-dihydro-»- I {4- |(3B>-a- 
nethyl- 3 -phenyl -2 -propenyl] -1-piperazinyllmethyl) - , (3R. 3as) -rel- (9CI> 
. (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



IT 452318-26-2 452319-41-4 

RL: PAC (Pharmocological activity); THU (Therapeutic use)/ BIOL 
(Biological study); USES (Uses) 

(benzopyranoisoxazole derivs. displaying combined a2 -adrenoceptor 
antagonistic and 5-HT reuptake inhibiting activities) 
RN 4S231B-26-2 CAPLUS 

CN 3H- 111 Benzopyrano (4. 3 -c] isoxazole, 3a,4-dihydro-7,8-dimethoxy-3- 1 14- ( |2B) - 
2 -methyl -3 -phenyl -a-propen- l-yll -l-piperazinyl] methyl] -, <3R, 3aS) -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 612074-55-2 CAPLUS 

CN 3H- (1] Benzopyrano t4 , 3 -c] isoxaxol-7-amine, 3 a, 4 -dihydro-3- ((4- I (3B) -2- 
lnethyl-3-phenyl-2-propenyl} -l-piperazinyl}methyl] - , (3R,3aS)-rel- (9CZ) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-41-4 CAPLUS 

CN 3H- [11 Benzopyrano [4. 3 -c] isoxazole, 3a,4-dihydro-7-aethoxy-3- i [4- C(2B)-2- 
methyl -3 -phenyl -2-propenyl) • l-piperazinyl] methyl ] - , ( 3R, 3aS) -rel- (901) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN B95169-62-7 CAPLUS 

CN 3H- 11) Benzopyrano t4, 3 -cl isoxazole. 7-bromo-3a. 4-dihydro-3- ( {4- ( (2E) -2- 
methyl- 3 -phenyl- 2-propenyl] -l-piperazinyl] methyl) - , (3R,3as) -rel- (9Ci} 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 
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RN 452313-S4-1 CAPLUS 

CN 3H- [l]Bensopyrano|4.3-c}lsoxBZole. 3«,4-di)iy(lro>7.8-dimethoxy-3- ( [4- ((3B>- 
^•phenyl-2-propenyl]-l-piperBzinyl)lllethyl)-. (3R.3a9) -rel- (*)- (9CX) (ca 
INDEX NAME) 

RoCBtlon {*) . Absolute scereochemistry 
Double bond geometry as ahown. 
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Discovery of a New Series of Generally Active 
Tricyclic isoxazoles combining Seroconin (5-HT) 
Reuptake Inhibition with u3 -Adrenoceptor 
Blocking Activity 

Andrea. J. Ignacio> Alcazar, Jesua; Alonso, Jose M./ 
Alvarez. Roaa M,; Ba>iker, Margot H.; Biesmans. ' Use; 
Cid. Jose M.; Oe Lucas, Ana I.; Fernandez, Javier; 
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Johnson Johnson Pharmaceutical Research Development 
Division of Janssen»Cilag Medicinal chemistry dept.. 
Jarama s/n, Toledo, 45007. Spain 
Journal of Medicinal Chemistry (2005), 48(6), 
2054-2071 

CODEN: JMCMAR/ ISSHs 0022-2623 
American Chemical Society 
Journal 

English 

CASREACT 142:219240 
The synthesis and Pharmacol, of a new series of 3-pipern2inylraethyl-3a, 4- 
dihydrO'3H- [l)benzopyrano(4, 3-c) isoxazoles that combine central serotonin 
(5-HT> reuptake inhibition with u2 -adrenoceptor blocking activity io 
described as potential ant idepresaanta . Four corapda . were selected for 
further evaluation, and the combination of both activities was found to be 
stereoselective, residing mainly in one enanciomer. Reversal of the loss 
of righting induced by the (i2-agonist medetomidine in rats confirmed 
the m2- adrenoceptor blocking activity in vivo and also demonstrated 
CNS penetration. Antagonism of p^chlorooraphetamine (pCA) - induced 
excitation as well as blockade of the neuronal S-HT depletion induced by 
p-CA administration in rats confirmed their ability to block the central 
5-HTT, even after oral adnlnlstraclon. Replacement of the oxygen atom at 
the 5-po9ition of the tricyclic scaffold by a nitrogen or a carbon atom, 
as well as O- substitution at position 7, led also to active compds., both 
in vitro and in vivo. 

452313-54-lP 452318-20-6P 452318-96. 5P 
60ei46-13-0P 

RL: PAC (Pharmacological activity); PUR (Purification or recovery)/ SPN 
(Synthetic preparation); BTOL (Biological study); PREP (Preparation) 
(preparation of centrally active tricyclic isoxazoles combining 5-HT 
reuptalie inhibition with u2- adrenoceptor blocking activity) 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE ; 
OTHER SOURCE (S) 




RN 453318-20-6 

CN 3H- |I] Benzopyranol4 ,3-clisoxazole. 3a.4 -dihydro-7,8.dimethoxy-3- ( l4- | (2B) - 
2-methyl-3-phenyl-2-propenylI -l<piperaKinyl]met>iyll -. (3R. 3as) >rel< (>} - 
(9CZ) (CA INDEX KAKB) 

Rotation . Absolute scereoeheniatry unknown. 
Double bond geometry as shown. 




RN 4 52318-95-5 CAPLUS 

CN 3H- [l]Benzopyrano(4,3-c}isoxa2ole, 3a,4-dihydro-7, 8-diffletboxy-3- ([4- ((2B)- 
3 -phenyl- 2 -butenyl ] -l-piperazinyl) methyl]-, (3R,3aS) -rel- (+) - tSCI) (CA 
INDEX NAME) 

Rotation {*) . Absolute stereochemistry unknown. 
Double bond geometry as shotm. 
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preparation}; BIOL (Biological study); PREP (Preparation); RACT (Reactant 
or reagent) 

(preparation of centrally active tricyclic isoxazoles combining 5-HT 
reuptake inhibition with a3-adrenoceptor blocking activity) 
RN 462313-«5-4 CAPLUS 

CN Isoxazolo(4,3-c]quinoline. 3,3a,4,s-tetrahydro-7, 8-dimethoxy-3 • [ (4- I (2E) -2- 
methyl-3-phenyl-2-propen-l-yl) -l-piperasinyl)methyl) - , (3R,3aR} -rel- (CA 

INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 608146-13-0 CAPLUS 

CN 3 H - 1 1 1 Ben zopyrano (4,3.c]iaoxazols, 3a. 4 • di hydro- 7 , 8 -d iraet hoxy- 3 - ( [4 - ( 2 - 

naphthalenylmethyD-l-plperazinylJmethyl]-, OR, 3aS) -rel- (-») - (9CI) (CA 
INDEX NAME) 

Rotation (»). Absolute stereochemistry unknown. 





RN 452319-33-4 CAPLUS 

CN 3H- [l)Benzopyranol4,3-c) isoxazol-7-ol, 3a,4-dihydi 

phenyl -3 -propenyl} - l-piperazlnyl] methyl] • , (3R,3as) -rel 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



( [4 



IT 452319-41-4 

RL: PAC (Pharmacological activity); RCT (Reactant); BIOL (Biological 

study),- RACT (Reactant or reagent) 

(preparation of centrally active tricyclic isoxazoles combining S-HT 
reuptake inhibition with u2- adrenoceptor blocking activity) 

RN 4 52319-41-4 CAPLUS 

CN 3H- [llBeneopyrano[4.3-c)isoxasole, 3a.4>dihydro-7-methoxy-3- t [4- ((2B) -2- 
methyl -3-phenyl-3-propenylI-l-pIperazlnyl]methylJ-, (3R, 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as. shown. 





RN 452320-36-4 CAPLUS 

CN lBoxazolo[4,3-c)quinoline. 3 , 3a, 4 , 5-tetrahydro-3 - 1 [4- ( (2E) -3-phenyl-2- 
propenyl] -l-piperazinyl)methyl] (3R.3aR>-rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



313-8S-4P 452319-33-4P 4$2320-36-4P 
PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
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RL: PAC ( 


Pharmacological 


Activity) ; 


SPN 



RW 4 52313-77-8 CAPI.US 

CN 3H- U]Benzopyrano{4,3-cli80xazole. 3a,4-<lihydro-7, 8-dlniethoxy-3- ( (4- 13- 

naphthalenylin«thyl)-l-plperazinyl]iiiethyl]-, <3R.3aS)-rel- (9CI) (CA INDEX 

HAKE) 

Relative stereochemistry. 



hetic preparation) ; BIOL 

(Biological study) j PREP (Preparation) 

(preparation of centrally active tricyclic isoxazoles combining S-KT 
reuptake inhibition with (i2 -adrenoceptor bloclting activity) 
RN 452313-36-9 CAPIjUS 

CN 3H> (11 Benzopyranot4,3-c] isoxasole, 3a, 4-dihydro-7, 8-diinethoxy-3- ( [4- I (2E) - 
3'phenyl-2-propen-l-yl) -l-piperazinyl)methyl] <3R, 3aS) -rel- (CA JHDBX 

NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 462318-26-2 CAPbUS 

CN 3H- (llBenzopyranol4,3-cli80xazole, 3a.4-dlhydro-7.8-diinetlioxy-3- [ 14- ( (2B) - 
2-methyl-3-phenyl.-a-propen-I-yl] -1-piperazinyll methyl] OR, 3as) -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 4 52313-59-6 CAPLUS 

CN Isoxazolol4.3-clquinoline, 3 , 3a,4, 5-tetrahydro-3- C (4- (2- 
napht hal eny Imethy I ) - 1 - pi peraz inyl ] methyl (3R,3aR)-rel- 
NAMS) 

Relative stereochemistry. 



(9CZ) <CA INDEX 




RN 452318-93-3 CAPLUS 

CN 3H- (l]Benz<5pyrano(4.3-c] isoxazole, 3a, 4-dihydro-7, B-dimechoxy-3- [ (4- t {2B) - 
3 -phenyl •2-butenyl) -l-piperazinyl] methyl)-, (3R, 3aS) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Brich Leese 





RN 452319-43-6 CAPLUS 

CN 3H- (1) Benzopyrano t4 , 3 -c] isoxazole , 3a, 4-dihydro-7- (2-methoxyethoxy ) -3- (14- 
l (2E) -2-methyl-3-phenyl-2-propenyl] -l-plperazinyl]methyll {3R, 3as) -rel- 

<9CI) (CA INDEX NAME) 

Relative scereochemistry . 
Double bond geometry as shown. 



RN 452319-59-4 CAPLUS 

CH Acetic acid, otethoxy-, (3R,9bs) -3B,4-dihydro-3- C [4- C (2E)-2-nethyl-3-phenyl- 
2-propenyl]-l-piperazlnyl] methyl] -3H- (l] benzopyrano I4, 3 -c] isoxasol-7-yl 
ester, rel- (9CI} (ca index name) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 452319-55-0 CAPLUS 

CN 3H- UJ Benzopyrano 14, 3 -cj isoxasol -7-ol , 3a,4-dihydro-3- ( (4- ( (2B) -2 -methyl- 3- 
phenyl-2-propenyl] -l-piperazinyl|methyl] acetate (ester), (3R, 3aS) -rel- 
(9CI} (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 4 523 19- 61 -a CAPLUS 

CN Cyclopropanecarboxylic acid, (3R, 3aS} -3a, 4-dihydro-3- I [4- ( (2B) -3-methyl-3- 
phenyl-2-propenyll -l-piperazinyllroethyl] -SH- |llbenzopyranol4, 3-c] isdxazol- 
7-yl ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 452319-57-2 CAPLUS 

CN 3H- [ir Benzopyrano 14, 3 '■c)ieoxazol-7-ol, 3a, 4-dlhydro-3- ( [4 - ( (38) -2-methyl-3- 
phenyl-2-propenyl) -l-piperazinyl)methyl} -. propanoate (ester), 
(3R. 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry , 
Double bond geometry as shown. 



RH 4 52319-63-0 CAPLUS 

CN Propanoic acid, 2, 2 -dimethyl-. (SR.SaS) -3a, 4-dihydro-3- ( (4- [ {2E) -3-methyl- 
3- phenyl -2-propenyl) -l-piperazinyl}nethyll -3H- [1] benzopyrano (4,3- 
c] iaoxazol-7-yl ester, rel- {9CI) (CA INDEX name) 

Relative stereochemistry. 
Double bond geometry as shown. 



Brich Leese 




RN 4S3319-65-2 CAPLUS 

CM 2-Propenoic acid, (3R,3aS}-3a,4-dlhydro-3< {[4- [{2E)-2-methyl-3-ptienyl-3- 
propenyl ) - i-piperazlnyl1 methyl) - 3H> (1] benzopyrano [4 , 3 -c) iBOxazol-7-yl 
ester, rel- (9CI) (CA INDEX NAME) 

Relative scereochemiscry . 
Double bond geometry as shown. 





RN 4S2319-71-0 CAPLUS 

CK Bthanamine, 2- [ I (3R. 3as) •3a,4-dlhydro-3- ^4- ( {2E) -2-nethyl-3-pIi«nyl-2- 

propeny 1 1 - 1 -pipera zlnyl 1 methyl ] - 311 - 1 1 ] benzopyrano [4 . 3 - c} isoxa zol - 7 -yl ) oxyj - 
N.N- dimethyl-, rel- (9cx} (CA index name) 

Relative atereochenistry. 
Double bond geometry as ghown. 



RN 4&2319-67-4 CAPLUS 

CN 3H- ri] Benzopyrano (4. 3 ocliaoxazole, 7- (cyclopencyloxy) -3a, 4-dihydro-3- [[4- 
( (2E) -2 •methyl-3-phenyl-3-propenyl] -l-piperazinyDmethyl] -, (3R. 3aS) -rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 4S2319-69-6 CAPLUS 

CN 4-Pyridinecarboxylic acid. I3R, 3a8) -SaM-dihydro-S- [ (4- [ (2B) •a-ffleChyl-3- 
pheny 1 • 2 - propeny 1 ) • 1 • pi pera z i ny 1 1 met hy 1 ] - 3 H - [ 1| ben zopyrano C4 . 3 - c] i soxa zol - 
7-yl ester. rel> t»CI} (CA INDEX Hame) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 4S332O-40-O CAPLUS 

CN laoxazolo|4.3-c]quinoline, 3,3a,4,5-tetrahydro-7.8-diiMthoxy-3- [{4- [C2e)-3- 
phenyl-2-propenyl]-l-piperBzinyllnethyl)-. (3R,3aR) -rel- (9CI) (CA INDEX 
NAME) 

Relative gtereochemistry. 
Double bond geometry as shown. 




4 52320 -52-4 CAPLUS 

Isoxazolo [4 , 3 -c] quinoline , 3 , 3a. 4 . S-tetrahydro-s-metbyl -3- [ (4- [ {2E) -3 - 
phenyl-3-propenyl)-l-piperazinyllnethyl] (3R, 3aR) -rel- t9C]) (CA IJ 



<12/04/2007> 



Erich Leese 



Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 523 30- 54 -« CAPLUS 

CN I80xazol0(4.3-c)quinoline, 3. 3a, 4 , 5-tetrahydra-7, e -dimethoxy- 5-methyl-3 • 
( (4- ( (2B) -2-methyl -3-phenyl-2-propenyll - 1-plperazinyl] methyl 1 - , 
OR,3aR>-rel- (9CI) (CA INDEX NAME) 

Relative stereochemiatry . 
Double bond geometry as shown. 



Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S23 20-64 -B CAPLUS 

CN Ieoxazolo[4,3-c]quinoline-S(3H)-carboxylic acid, 3a,4-dihydro-3- ( [4- ( (2E) - 
3-phenyl-2-propenyl] -l-piperazinyl]methyl]-, echyl ester, (3R.3aR) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown,* 





RN 45232O-60-4 CAPLUS 

CN lsoxazolo{4 . 3 -clquinoline. 3,3a,4,5-tetrahydro-3- [(4- 
propenyl J -l-piperazinyl]methyl] -5- (tri f luoroacetyl) - , 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



[(2E) -3 -phenyl -2- 
(3R,3aR) -rel- (9CI) 



RN 4S2320-66-0 CAPLUS 

CN isoxazolo{4,3-c]quinoline-5(3H)-carboxamide. H-ethyl-3a.4>dihydro-3- [ (4- 
I ( 2E) - 3 - phenyl - 2 - propenyl 1 - 1 -pi perazinyl J methyl 1 * , (3 R , 3 aR) - re 1 - { 9CI ) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





452320-62-6 CAPLUS 

Isoxazolo (4, 3-c) quinoline, S-acetyl-3. 3a. 4 , 5-tetrahydro-3- ( [4- [(2B)-3- 
phenyl-2-propenyl) -l-piperazinyl1methyl) -, (3R, 3aR) -rel- (9CI} (CA INDEX 



4S2320-70-6 CAPLUS 

Naphthd, 2-c] Isoxazole, 3 , 3a, 4 , S-tetrahydro-3- [ [4- ( (2B) -3 -phenyl -2- 
propenyl] -l-piperazinyl]methyll -, (3R,3aR) -rel- (9CI) (CA INDEX NAME} 



<13/04/2007; 



Erich Leese 



C12/04/2007: 



Erich Leese 



10/SI3699 

Relative scereocheoiistry . 
Double bond geonietry oa ahown. 



10/513699 

Relative Btereochemistry . 
Double bond geometry m shown. 




RN 452321-33-4 CAPLUS 

CN laoxazolo(4 , 3-c]qulnoline, 3- [ (4- [ (4-chlorop>tenyl)inethyll -I- 

piperAzinyl ] methyl I -3 « 3b, 4 . S- tatratiydro-7 , e-dimethoxy- , OR, 3aR) ^rel- 
(»CI} ICA INDEX MAMB) 

Relative atereochemistry. 




RN 452321-35-6 CAPLUS 

CN lsoxazolot4,3-cJquinoline. 3- [14- (2- (4 -f iuorophenoxy) ethyl] -1- 

-piperAzinyDirethyl) -3,3a, 4 , B-tetrahydro-T, 8-dimethoxy- , <3R, 3aR) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




H 



RN 4S2321-37-S CAPLUS 

CN iBoxasolot4,3-c]quinoline. 3 , 3a.4 . 5-tetrahydro-7, s-dimethoxy'S - [ t4> [ (2B) -3- 
phenyl •2-butenyl)-l-piperasinyl] methyl]-, (3R, 3aR) -rel- (9CI) {CA INDEX 
NAME) 




RN 452321-39-0 CAPLUS 

CN Isoxozolol4.3-c]quinoline. 3 , 3a. 4 , 5-tetrahydro-7, 8-diraethoxy-3- [ [4- (2- 

naphthalenylmethyl) -l-piperazinyl] methyl] (3R, saR) -rel- (SCI) <CA INDEX 
NAME) 

Relative stereochemistry. 




OMe 



RN 452321-41-4 CAPLUS 

CN lBoxazolo[«,3-c]quinoline, 3.3a,4,5-tetrahydro-7,a-dim«thoxy-3' {(4- <6- 

quinolinyliMthyl]-l-plperazinyl)methyl]-. (3R, 3«R) -rel- (9CI) (CA INDEX 

NAME) 

Relative stereochemistry. 



OHe 




CN Haphth(1.2-cl Isoxazole, 3, 3a. 4. 5-tetrahydro-7.nethoxy-3 - [ (4- [ (2B) -3 -phenyl- 
3-propenyll-l-piperasinyl] methyl)-, (3R,3aR) -rel- <»CZ) CCA INDEX NAHB) 



<12/04/2007> Erich Leese 



10/513699 



Relative stereochemiBCry . 
Double bond geometry as shown. 




CN Naphchll ,2-cl isoxazole. 3 ,3a, 4 < 5-tecrahydro-7-i]]ethoxy-3- [ [4- (2- 

naphthalenylmethyl) -1-plperasinyllmethyl] l3R,3aR) -rel- (CA INDEX NAME) 

Relative atereochemistry, 




OMe 



H 



RN 815632-63-4 CAPLUS 

CN 3H- [1 J Benzopyrano (4 , 3 -c] isoxazole, 7- (2- (2-echoxyethoxy) ethoxy) -3a, 4 - 

di hydro- 3- ( |4- ( (2E) -2-methyl-3-phenyl -2-propenyl) -l-piperazinyl) methyl! - , 
(3R,3aS) -rel- l9Cn (CA INDEX NAME) 

Relative stereochemistry, 
l}ouble bond geometry as shown. 




608146-12-9P 

RL: PUR (Purification or recovery) r SPN (Synthetic preparation); PREP 
(Preparation) 

(preparation of centrally active tricyclic isoxazolea combining S-HT 
reupta)ce inhibition with a2- adrenoceptor blocKing activity) 
RN 452313-BG-3 CAPLUS 

CN 3H- (1] Benzopyrano {4. 3 -c) isoxazole. 3a.4-dihydro-7, 8-dimethoxy-3- { I4- [ (2E) • 



10/513699 

3-phenyI-2-propenyl]-l-piperazinyl)nethyl)-, (3R,3a8} -rel- <-) - (9CZ) (CA 

INDEX NAME) 

Rotation (-) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 



OMe 




H 



RN 452310-24-0 CAPLUS 

CN 3H- [1] Benzopyrano t4, 3 -c1 isoxazole. 3a.4-dihydro-7, s-dimethoxy-a- | {4- I (2E} - 
2 -methyl • 3 - phenyl - 2 - propeny 1 1 - a -pipera si nyl) methyl ]-, (3R,3a8)-rel-(-)- 
(9CI) (CA INDEX NAME) 

Rotation (-) . Absolute stereochemistry untutown. 
Double bond geometry as shown. 



OMe 




RN 4 52318-97-7 CAPLUS 

CN 3H- [1] Benzopyrano t4 , 3-cl isoxazole, 3a,4-dihydro-7,8-dimethoxy-3- t (4- { (2B) - 
3-phenyl-2-butenyl) -l-piperazinyl] methyl] -, (3R, 3aS} -rel- (-) • (9CI) (CA 
INDEX NAME) 

Rotation (-) . Absolute stereochemistry unloiown. 
Double bond geometry as shown. 



owe 




:12/04/2007: 



Erich Leese 



:12/04/2007> 



Erich Leese 



10/S13699 



10/513699 



RN 608146-12-9 CAPLUS 

CN 3H- tl)Benzopyrano[4,3-cll80XBZOle. 3a, 4-dihydro-7« a-diKethoxy-3' [(4- (2- 
naphthaUnylmettiylt-l-piperazinyllnwth/ll-, (3R,3aS) -rel>- (-) - (SCI) (CA 
INDEX NAME) 

Rotation (-) , Absoluce stereochemistry unknown. 




IT 452321--75-4P 452321-82-3P 452322-19-9P 
452322'2l-3P 452322-23-&P B1S63 2 • 5B- 
8XS632-S9-aP 8I5632-60-1P 815632-61-2? 

RL: RCT (Reactant) : SPN {Synthetic preparacion) ; PREP (Preparation)/ RACT 
(Reactant or reagent) 

(prepnration of centrally active tricyclic isoxazoles combining 5-HT 
reuptake inhibition with a3-adrenocept:or blocking activity) 
RN 452321-T5-4 CAPLUS 

CN 3H- (1) (ienzopyrano [4 , 3 - c] isoxazole, 3a, 4 -dihydro-'' , fi-dimechoxy«3- <1- 
piperazinylnechyl) - , (3R, 3aS) -rel- (9CI) (CA INDEX nams) 

Relative stereochemistry. 



X. 




RN 4S2322-19-9 CAPLUS 

CN l-Piperazinecarboxylic acid, 4 - ( [ (3R, 3aR) -3 , 3a. 4 . 5-tetrahydro>7. b- 
dimethoxy-S- (tri f luoroacetyl) isoxazolo [4. 3-c}quinolln*3-yllBethyl] • 
1. l-dlmethylethyl ester, rel- (9CX) (CA INDEX NAME) 

Relative stereochemistry. 





RN 452321-82-3 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- ( [ (3R, 3aS) -^a,4-dihydro•7.8-dilnethoxy-3H- 
[l)ben^opyranoC4, 3-c] isoxazol-3-yl]methyl] 1, l^dimethylethyl ester, rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 



RN 452322-21-3 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- { ( (3R,3aR) -3,3a,4< 5-tetrahydro-7. b- 

dimethoxyiBOxazolo[4, 3-c]quinolin-3-yl)methyl] -, 1, l-dimethylethyl ester, 
rel- t9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 4 52322-23-5 CAPLUS 

CN Isoxasolo [4 , 3 -c] quinoline. 3 , 3a, 4 , 5-tetrahydro-7. s-dimethoxy-3- (1- 
piperazlnylmethyl) (3R,3aR)-rel- (9CX) (CA INDEX NAME) 

Relative stereochemistry. 



<12/04/2007> 




RN 815632-68-7 CAPLUS 

CN 1-Piperazinecnrboxylic acid, 4 - t ( (3R. 3aR) ~ 3 , 3a , 4 , 5-tetrahydronaphth ( 1 , 2- 
c)iBOxazol-3-yl]met:hyl) -, 1 , l-dimethylethyl ester, rel- (CA INDEX NAME) 

Relative stereochemistry. 



o 

X 





RN 81S632-61-2 CAPLUS 

CN NBphth[l,3-c]lBOxaeole. 3,3a,4.S-tetTahydro-7-methoxy-3- (l- 
piperazinylmethyl)-, (3R. 3aR} -rel- (CA INDEX NAME) 

Relative stereochemistry. 



REFERENCE COUNT: 




RN 81563 2-59-8 CAPLUS 

CN 1-Plperasinacarboxylic acid, 4- ( [ {3R, 3aR) -3, 3a,4, S-tetrahydro-7- 

methoxynaphch [1, 2-c) isoxazol-s-yllmcthyl) - , 1, l-dlmethylethyl ester, rel- 
(CA INDEX NAME) 

Relative stereochemistry. 



A. 




RN 81S632-60-1 CAPLUS 

CN Naphth [1. 2-cl isoxazole. 3 ,3a, 4 , 5-tetrahydro-3- (l-piperazlnylmethyl) - 
OR.SaR] -rel- <CA INDEX NAME) 

Relative stereochemistry. 
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CAPLUS COPYRIQHT 2007 ACS on STN 
2004:760314 CAPLUS 
141:384410 

A screening strategy for the development of 
enantiomeric separation methods in capillary 
electrophoresis 

Jimidar, M. Ilias; van Ael. Hilly; van Nyen, Patrick} 
Peeters, Margot/ Redlich, Dirk; de Smet, Haurits 
Phamaceutical Research t Development (JU-PRO) A 
division ot Janssen Pharmaceutica n.v.. Global 
Analytical Development. Johnson and Johnson, Beerse. 
Belg. 

Electrophoresis (2004), 25 (16), 2772-2785 
CODEN: ELCTDN; ISSN: 0173-083 5 
Wiley- VCH verlag QmbH t> Co. XOaA 
Journal 
English 

Method development of enantiomeric sepns . in capillary electrophoresis 
(CB) is a time-consuming task, since finding the appropriate chiral 
selector is usually a "trial and error" process. It is impossible to 
predict Che selectivity of a selector towards a certain ensntlomer. 
Therefore, the affinity of all selectors has to be examined one at a time. 
In order to speed up this process, a strategy is proposed based on simple 
expel, design methodol. The approach includes first a screening in 
function of the pH to determine the optimal migration conditions followed by 
selection of the right chiral selector by means of Taguchi designs. in 
the approach several variables, such as the type and concentration of 
cyclodextrin. the concentration of buffer electrolyte, and the percentage of 
organic 



AUTHOR (8) I 
CORPORATE SOURCE t 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE 



<12/04/2007> 



Erich Leese 



10/513699 



10/513699 



modifier, are varied simulLaneously to find initial separation conditions 
rapidly. The resulting initial separacion conditions can be optimized In 
further steps to be more reproducible. We discuss the results of the 
approach when applied on a number of selected compds. that are recently in 
development at Johnson ii Johnson - Pharmaceutical Research' and 
Development. Parameters, such as quality of the separation and anal, time, are 
evaluated to determine initial separation conditions for each compound 

IT 4S3318-73-9 

RL: ANT (Analyte) ; ANST (Analytical study) 

(screening strategy for development of enantiomeric separation methods in 
capillary electrophoresis) 
RN 4 52318-73-9 CAPLUS 

CN 3H- [i)Bensopyrano(4.3-c]i80xazole. 3- ( [4< ( (2E) -3- (4-£Iuorophenyl) -2-methyl- 
2-propen-l-yl] -l-piperaeinyl]mathyl] •3a,4-dihydro-7,«-dimethoxy-. 
(3R,3aS) -rel- (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




REfERENCB COUMT: 



L7 ANSWER 6 OF 14 
ACCESSION flUMDBR: 
OOCUHENT NUMBER: 
TITLE! 



CORPORATE SOURCE: 
SOURCE: 



PUBUTSHER : 
DOCUMENT TYPE: 
LANSUAqB; 
OTHER SOURCE (S] : 



14 THERE ARB 14 CITED RBPBRBNCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2007 ACS on STN 
2004:3 62586 CAPLUS 
141 : 123602 

Synthesis of 3a.4-dihydro-3>i- tllbenzopyrano [4, 3- 
c] isoxazoles, displaying combined 5-HT uptake 
inhibiting and (i2- adrenoceptor antagonistic 
activities. Part 2i Further exploration on the 
cinnamyl moiety 

Pastor, Joaquin; Alcazar, Jesus; Alvarez, Rosa M. ; 
Andres, J. Ignacio; Cid, Jose M. ; Oe Lucas, Ana I . ; 
Diaz, Adolf o; Fernandez, Javier,- Font, Luis M.; 
Iturrino, Laura/ Lafuente. Celia; Martinez, Sonia; 
Bakker, Margot H,,- Biesmans, Use,- Heylen, Lieve I.; 
Megena, Anton A. 

Division of Janssen-cilag. Medicinal Chemistry 

Department, Johnson Johnson Pharnaceutical Research 

ft Development, Toledo, 45007, Spain 

Bioorganic t Medicinal Chemistry Letters <2004) , 

14411), 2917-2922 

CDOEN: BMCLEfi,- ISSN: 0960- 694X 

Elsevier science 8. v. 

Journal 

English 

CASRBACT 141:123602 



AB The synthesis of a series of 3- {4-cinnamyl-i-piperasinylmethyll -3a,4- 

dihydro-3H- [llbenzopyrano(4,3-c]isoxazoles, as novel dual 5-HT reuptake 
inhibitors and n2 -adrenoceptor antagonists is reported. 

IT 452313-36-9P 452313-85-BP 4S2316-95-9P 
4S23ie-97-lP 45231S-26-2P 4S231B-71-7P 
452318-73-9P 4S23ia-77-3P 4S2318-B3-1P 

452318- 87-SP 452318.93-3? 452319-01-6P 

452319- 03-8P 452319-07-2P 452319-09-4P 

452330- 9B-8P 452321-14-lP 452321-21-OP 

452331- 29-8P 4S2321-31-2P 72254S-47-3P 
722S45-4a.4P 722545-55-3P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) BIOL 
(Biological study) ; prep (Preparation) 

(preparation of 3> (4-cinnBByl-l-piperazinylmethyl) •^a.4-dihydro-^H- 
Il]ben^opyranot4,3-c] isoxazoles as combined S-HT uptake inhibitors and 
M2-adrenoceptor antagonists) 
RN 452313-3 6- 9 CAPLUS 

CN 3H- ll)Benzopyrano(4.3-clisoxazole, 3a,4-dihydro-7, 8-ditnethoxy-3- [ (4- l(2B) - 
3-phenyl-2-propen-l-yl] -i-piperazinyl}methyl] -, (3R,3aS) -rel- (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry as sltown. 




RN 4S2313-B5-B CAPbUS 

CN 3H- Ii)Bensopyrsno(4.3-c]lsoxazole, 3B.4-dihydro-7, 8-dimethoxy-3- I [4- ((2B)- 
2-methyl-3- (3-thienyl) -2-propenyl] -l-piperazinyllnethyl] (3R,3aSI -rel- 
(9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452316-95-9 CAPLUS 



Erich Leese 



<12/04/2007> 



CN 3H- (1] Benzopyrano[4 , 3-c) isoxazole, 3 • t (4 - ( (2B) -3- (2-fluorophcnyl) -2- 

propenyl) -l-piperazinyl} methyl] -3a.4-dihydro-7, B-dimethoxy- , (3R, 3aS) -rel- 
(9CI} (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 52316-97-1 CAPLUS 

CN 3M- [l)Benzopyrano(4.3-c] isoxasole, 3- ( (4- [(2B) -3- (3-fluorophenyl) -2- 

propenyll • l-piperasinyl ] methyl] -3a, 4-dihydro-7, B-dimethoxy-, (3R,38S) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemiatry . 
Double bond geometry as shown. 




RN 452318-26-3 CAPLUS 

CN 3H- I 11 Benzopyrano [4, 3-c) isoxazole, 3a, 4-dihydro-7, a-dimethoxy-3- ( (4- E (2E} - 
2-methyl-3-phenyl-2-propen-l-yll -l-piperazinyl)methyl1 (3R,3bS} -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452318-71-7 CAPLUS 

CN 3H- [IjBenzopyrano (4, 3 -cj isoxazole, 3 - [ (4 - ( (2B} -3- (3-Cluorophenyl> -2-methyl 
2-propenyl) -i-piperazinyDraethyl] -3a. 4-dihydro-7. B-dimethoxy- , 
(3R, 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452318-73-9 CAPLUS 

CN 3H- 11] Benzopyrano 14 . 3-cI isoxatole, 3- 1 14- 1 (2B) -3- (4-f luorophenyl) -2-metiiyl 
2-propen-l-yl}-l-piperazinylImethyl}-3a,4-dihydro-7,s-dimethoxy-. 
(3R.3a8)-rel- (CA XNDBX NAMB) 

Relative stereochemistry. 
Double laond geometry as shown. 




4 52 318-77-3 CAPLUS 

3H- (l}BenzopyrBnot4, 3-c] isoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- [ (4- [ (3B) • 
3- (2-niethoxyphenyl) -2 -methyl -2-propenyl] -l-piperazinyl}methyi] - . 
(3R,3aS)-rel- (9CI) (CA INDEX NAME) 



<13/04/2007> 



Erich Leese 



10/513699 



Relative acereochemlstry . 
Double bond geometry as shown. 



OMe 




m 45231S-B3-1 CAPLUS 

CN 3H- [l)Benzopyranol4,3-c]i80xazole. 3-I[4- [ (3E) -3- <2, S-dif luorophenyl) -2- 
roethyl -2 -propenyl ] - l-plperaslnyllnethyl ) - 3a, 4 -dlhydro- 7 , «-dimethoxy- , 

(3R, 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geooetry as shown. 



OMe 




RN 4S231B-B7-6 CAPLUS 

CN 3H- El)Benzopyranol4,3-c] isoxazole, 3- 1 14- [(2E) -3 - (2, 3-dif luorophenyl) -2- 
methyl-a-propenyl] -l-piperazinyl]methylj -3a,4-dihydro-7, 8-dlmethoxy- , 

(3R.3«S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMa 




H 



<13/04/2007> Erich L«ese 



10/S13699 




RN 4&2319-07.3 CAPLUS 

CN 3H- (l]BentopyranoI4.3-cUsoxazoie. 3< ( C4- [(2B} -3- C2-furanyl) -a-methyl^a- 

propenyD-l-piperailnyl] methyl] '3a,4'-dihydro-7. B-dimethoxy-, OR,3aS}-rel> 

<9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 4 52319-09-4 CAPLUS 

CN 3H- [llBenzopyrano(4.3-c] isoxazole. 3a, 4 -dihydro-7, B-dimethoxy-3- ( (4- t(2B}- 
2.methyl-3- (3-pyridinyl) -2-propenyl] -l-piperazinyl] methyl] -, OR, 3aS} -rel- 
(9CI) {CA INDEX NAME) 

Relative Btereochetnistry . 
Double bond geometry as shown. 



OMe 




RN 4523 20-98-8 CAPLUS 

CN 3H- (llBenzopyrano|4, 3-c] isoxasole, 3- I {4- ( (2B) -3- (4-fluorophenyl) -2- 

butenyl] -1-piperazinyl) methyl] -3a.4-dihydro-7,B-dimethoxy-, (3R,3bS) -rel- 
{9CI) (CA INDEX NAME) 



10/513699 

RN 452318-93-3 CAPLUS 

CN 3H- (l)Benzopyrano [4, 3-c] isoxazole, 3a,4-dibydro-7, 8-dimethoxy-3- { I4- I (2B] - 
3-phcnyl-2-butenyl)-l-piperazinyllmethyl] -, OR. 3a8) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry . 
Double bond geometry as shown. 




RN 4 S23 19-01-6 CAPLUS 

CN 3H- (l)Benzopyrano (4, 3-c} isoxazole. 3b, 4 -dihydro-7, B-dimethoxy-3- ({4- l(2B)- 
3-(3-thienyl)-2-butenyl}-l-plperazinylImethyl]-, (3R,3sS} -rel- (9CI) (CA 
INDEX NAME) 

Relative atereochenistry. 
Double bond geometry as shown. 




K 



RN 4S23 19-03-8 CAPLUS 

CN 3H- [l)Benzopyrano(4 ,3-c] isoxazole, 3a, 4 -dihydro-7. 8-dimethoxy-3- [ (4- { (2B) - 
2-mechyl-3- (2-thienyl) -2-propenyll -l-piperazinyl] methyl] - . (3R, 3aS)-rel- 

{9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



«13/04/2007> Erich Leese 



10/513699 



Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




RN 452321-14-1 CAPLUS 

CN 3H- 11] Benzopyrano(4 ,3-cl isoxazole. 3a.4-dihydro-7, B-diraethoxy-3- ( 14- ( (2B)- 
3- (2-methoxyphenyl) -2-butenyl] - 1 -pi perazinyl] methyl) OR,3aS}-rel- {9CI) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




H 



RN 4S2321-21-0 CAPLUS 

CN 3M - [ 11 Ben zopyrano (4 , 3 - c] isoxazole , 3-|[4-l(2B)-3-(2,4-di fliiorophenyl } - 2 - 
butenyll -i-piperazinyl]methyl] •3a,4-dihydro-7. 6-dimethoxy-, (3R,3aS) -rel- 
{9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




<12/04/2O07> 



Erich Leese 



<13/04/2007> 



Erich Leese 



10/513699 



RN 452321-29-8 CAPLU9 

CN 311- It] Benzopyranoll ,3-cl IsoxBzole. .3a,4-dihydro-7, 8*diiiiettioxy-3- [{4- [(2Et- 
3- (a-thienyl) -s-butenyll -l-piperazinyll methyl) (3R. 3a8> -rel- (9Ci) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452321-31-2 CAPLUS 

CN 3H. (11 BenaopyranoK , 3-cl ieoxazole, 3- I (4- ( (2B» -3- {2-furanyl) -a-butenyX) -l- 
piperaslnyllmethyl] -3B,4-dihydro-7,B-dimethoxy-. (3R, 3aS) -rel - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 722S46-47-3 CAPLUS 

CN 3H- [DBenzopyrano 14, 3 -c] isoxazole, 3 - [ (4- [ (2E) - 3- (4- f luorophenyl) -2-propen- 
1-yl] -l-piperazinyl] methyl l-3a, 4 •dihydro-7,a-dimethoxy-, (3R,3aS) -rel* 
(CA INDEX NAME> 

Relative stereochemistry. 
Double bond geometry as shown. 




RN T23S45-4B-4 CAPLUS 

CN 3H- [l)Benzopyrano(4,3-c)isoxazole, 3- [{4- I(2E) -3- (4'Chlorophenyl) •2- 
propenyl] -l-piperBzinyllmethyl} -3a,4-dihydro-7, B-dimethoxy-, (3R. 3aS) -rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 722S4S-S5-3 CAPLUS 

CN Phenol. 4- I (IE) -3- (4-1 ( (3R,3aS) -3a.4-dlhydro-7, B-dimethoxy-3H- 

[l]benzopyrano[4, 3-c] isoxazol -3 -yl] methyl] -l-piperazlnyll -l-methyl-l> 
propenyil-, rel- (»ci) (CA index vam) 

Relative stereochemistry. 
Double bond geometry as shown. 




4S2321>7S-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of 3- (4-cinnamyl-l-piperazinylmethyl) -3a.4-dihydro-3H- 
{i]benzopyrano[4,3-clisoxazole8 as combined 5-HT uptake inhibitors . 



Erich Leese 



<12/O4/3007> 



Erich Leeae 



<t2-adrenoceptor antagonists) 

452321-T5-4 CAPLUS 

3H- [1] Benzopyranol4 .3'C) isoxazole. 3a. 4-dihydro-7, 8-dimethaxy-3 - (l- 

piperazlnylmethylt-. OR, 3aS) -rel- <9CI) (CA XNOBX NAME) 



Relative stereochemistry, 



r 




RN 4S2321-99-2 CAPLUS 

CN 1-Piperazineacetaldehyde. 4- [I(3R,3aS)-3a.4~dihydro-7,8-dinethoxy-: 
[l)benzopyrano(4,3>cllBOxazol-3-ylImethyll-, rel- (9CI) (CA INDBl 

Relative stereochemistry. 



4S2321-85-6P 452321-97-OP 4S2321-99-2P 
722S45-5fi-4P 

RL: RCT (Reactanc) f 8PH (Synthetic preparation) t PREP (Preparation)/ RACT 

(Reactant or reagent) 

(preparation of 3- {4-clnnamyl-l-piperazinylmethyl) -3a,4-dihydro-3H- 
(l) benzopyrano (4 , 3-c] isoxazoles as combined S-KT upta)ie inhibitors and 

a2-adrenoceptor antagonists) 
452321-85-6 CAPLUS 

2-Propanone, l- (4- { [ OR, 3aS) -3a.4-dihydro-7. B-dimethoxy-3H- 
[l]benzopyrano(4 , 3-c] isoxazol-3'yl]methyl] -1-piperazinyl] rel- (9CI) 
(CA INDEX NAME) 



Relative stereochemistry. 




RN 452321-97-0 CAPLUS 

CN 1,2 -Propanediol, 3- (4- 1 [(3R,3aS) -3a,4-dihydro-7, a-di«ethoxy-3H- 

(l)benzopyrano(4 . 3-cl isoxazol- 3 -yl] methyl) -l-piperazinyl) • , rel- (9CI) 
(CA INDEX NAME) 

Relative scereochemistry . 




RN 722545-56-4 CAPLUS 

CN Phosphonic acid, (2- |4- I ( (3R.3aS) -3a,4-dihydro-7, 8-dimethoxy-3H- 

1 1 ] benzopyr ano ( 4 . 3 - c) i soxazol - 3 - y 1 ] met hyl ] • 1 - pipe r a ziny 1 } • 2 • oxoet hy 1 ] - 
diethyl ester, rel- (9ci) (CA index name) 

Relative stereochemistry. 




723545-57«5P 72254S-58-6P 

RL: SPN (Synthetic preparation)/ PREP (Preparation) 

(preparation ot 3- (4-cinnamyl-l-piperazlnylmethyl) -3a,4-dlhydro-^H- 



[ll benzopyrano {4 , 3 -c] isoxazoles 
<>2 -adrenoceptor antagonists) 

722545-57-6 CAPLUS 

3H- [1] Benzopyrano[4 ,3-c] isoxazole. 



as combined S-HT upta)ce inhibitors and 



3a,4-dihydro-7,8-dlmettaoxy-3- ( [4- ((3B)- 



<12/04/2007» 



<l2/04/a007> 



10/513699 



10/S13699 



3-phenyl-2-pentenyl] -1-piperasinyllroethyl] (3R. 3a9> -rel- <9CI) (CA 
INDEX NAME) 

Relative atereochemlstry . 
Double bond geometry as shown. 




RN 72254 5- 58 -6 CAPLUS 

CN 3H- (llBenzopyranot4,3-cllsoxasole, 3- [ |4- i3.3-dlphenyl>2-propenyl} -1- 

plperazinyUmethyl] <3a.4-dihydro-7,8<-dimethoxy>, (3R. 3bS) -rel- (9CI) (CA 
tNOBX NAME) 

Relative acereochemistry. 



PATENT NO. 

HO 200401B4S3 

N: AB, AO, AL. 
CO, CR. CU, 
HR, 



ID. IL, 
L8, LT, LU, LV. HA, 



PO, PH, PL, 
TR. TT, TZ. 
RH: GH, OM, KB, 
KO, KZ, MD, 
Fl. FR, OB. 
BF. BJ, CP, 

CA 2494S57 

AU 2003262573 

BP 1554286 

R: AT, BE, CH, 
IE, SI. LT. 

CN 1675224 

JP 2005S3B144 

US 20O611637B 
PRIORITY APPLN. INFO.: 

OTHBR SOURCE (S) : 



DATE 

20040304 

■, AU, AZ, BA. 

DK, DM. DZ, 

IN, IS, JP. 

MD, HQ. KK; 

RU, 5C. SO, 

VS. UZ, VC. 

MZ, SD, SL,, 

TM, AT, BE, 

IB, IT, LU, 

CH, OA, ON, 
20040304 
20040311 
20050720 

ES, PR, GB, 

Ro, MK. cy, 

2005092a 
20051215 
20060601 



HARPAT 140:217631 



APPLICATION NO. 



FT, RO, 

UA, UO, 

LS, MM. 

RU, TJ 

OR, HU 

CO, CI 

Al 

Al 

Al 

OE, DK 

LV, FX 



EC, EE, 
KB, KG, 
KN, HH, 
SE. SO, 
VN, YU, 
SZ, TZ, 
BC3, CH, 
MC, NL, 
00, OH, 
CA 2003- 
AU 2003 
BP 2003 
GR, IT 
AL, TR 
CN 2003 
JP 2004 
US 2005 
BP 2002 
HO 2003 



EP50377 
BR, BY, 
ES, FX, 
KP, KR, 
MX, KZ, 
SK, SL, 
ZA, ZM. 
UO, ZM, 
cy, CZ, 
PT, RO, 
ML, HR, 
2494 567 
262S73 

-792431 
LI. LU, 
BO, CZ, 

'819462 

-530272 

-524123 

-78373 

-EPS0377 



DATB 

20030613 
BZ, CA. CH. CN. 
OB, GO, OB, OH, 
KZ, LC, LK, LR, 
NI, HO, NZ, OM. 
SY, TJ. TM, TN, 
ZH 

ZW, AM, AZ, BY. 
DZ, DK, EE, ES, 
SB, SI, SK, TR, 
NB, SN, TD, TO 
20030813 
20030B13 
20030813 
NL, SE, MC. PT, 
EE, HU, SK 

20030813 
20030813 
20050210 
A 30O2O81S 
H 20030813 




REFERENCE COUrfT; 



ANSWER 7 OF 14 CAPLUS COPYRIGHT 3007 ACS on STN 



ACCESSION tnJMHER: 
DOCUMENT NUMBER : 
TITLE; 

iNVErrroR(s) : 



DOCUMENT TYPE: 
LANOUAGE t 

FAMILY ACC. NUM. COUNT j 
PATENT INFORHATIONi 



2004:192890 CAPLUS 
140:217631 

Preparacion of fuaed heterocyclic isoxazolino 
derivatives aa ant i -depressants 

Andres-Gil, Joae ignacio; Alcazar-Vaca, Manuel Jesus,- 

Bartolome-Nebreda, Jose Manuel i Fernandez -Oadea, 

Francisco Javier; Bakker. Margarecha Henrica Maria; 

Hegens, Antoniua Adrianus Hendrikua Petrua 

Janssen Pharmaceutica H.V., Belg. 

PCT int. Appl., 54 pp. 

CODEN: PIXXD2 

Patent 

English 



N O 




The invention concerns fused heterocyclic isoxazoline derivs. of formula I 
(X • CH2, (substituted) NH, S, 0/ Y - (substituted) heterocyclic ring; Z • 
(substituted) piperazine, piper idinemethylamine, etc.; R - aDcylene-aromatic 
ring, etc.; m > 1-4), the pbarmaceutically acceptable salts thereof, the 
stereochetn. Isomeric forms thereof and the H-oxide ■ form thereof, more in 
particular, tetrahydropyranoisoxazole, hexahydroiaoxasolopyridine , 
tetrahydrothiopyrano isoxasole and hexahydrobenzoisoxazole derivs. fused 
to a heterocyclic ring system via the 6-meRibered ring of the bicyclic 
moiety, as well as processes for their preparation, pharmaceutical compiis. 
comprising them and their use as a medicine, in particular for treating 
depression, anxiety, movement disorders, psychosis, Parkinson's disease 
and body weight disorders including anorexia nervosa and bulimia. The 
compds. have been shown to have selective aerotonin (S-HT) reuptake 
inhibitor activity as well as aa- adrenoceptor antagonist activity. 
Thus. II was prepared, and had picso if 8.4 in s-ht transporter binding 



<ia/04/2007> 



Brich Leese 



experiment 

666233-93-8P 666233-9S-0P 666233-96-lP 

666233- 98-3P 666234-00-OP 666234«02-2P 

666234- 03-3P 666234-04-4P 666234«0S-5P 

RLi PAC (Phamiacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study) ; PRBP (preparation) ; USES 
(Uses) 

(preparation of fused heterocyclic isoxazoline deriva. as antidepreseai 
666233-93-8 CAPLUS 

3H-Isoxazolo(3',4 ' :4,S]pyranol2,3-c)pyrldine, 3a,4-dihydro-3- ( [4- ((2E}-2- 
me t hy I - 3 • pheny 1 • 2 - pr openy 1 ] - 1 - pi pera z I nyl Imethyll'. (3R,3aS)>rel'>, 
ethanedioate (1:1) (SCI) (CA INDEX NAME) 




CM 



.1 



Relative stereochemistry. 
Double bond geometry aa ahown. 



HO-C-C-OH 



RN 666233 -96-1 CAPLUS 

CN 3H-l80xBzolol3',4 • :4,5]pyrano[2,3-c]pyridine. 3- ( I4- [ (2E) -3- (3- 

fluorophenyl) -2-nethyl-2-propenyl] -l-piperazinyllmethyl] •3B,4-dlhydro-, 
(3R,3BS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry aa ahown. 



o o 

II II 

HO- C- C— OH 



666233-95-0 CAPLUS 

3H-Isoxazolot3',4 • i4,s]pyrano[2.3>c)pyridin< 
naphthalenylmethyl) -l-piperazinyll methyl] -, 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 



3a,4-dihydro-3- ( [4- (2- 
(3R.3aS)-rel-. ethanedioate 




666233-98-3 CAPLUS 

3H-Isoxazolol3 ' ,4 • :4,5)pyrano(2,3-c)pyridine, 3 - 1 (4 - ( (2B) -3- (4- 

f luorophenyl) - 2-ffiethyl-2-propenyl I -1-piperazinyl] methyl) -3a,4-dihydro-. 

(3R,3aS) -rel-, ethanedioate (1:1) (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



Relative stereochemistry. 
Double bond geometry as shown. 



<ia/04/2007> 



Brich Leese 



10/813699 



10/513699 




CH 2 

CRN 144-62-7 
CMP C2 H2 04 



O O 
II 11 • 
■C-C-OH 



RN 666234-00-0 CAPUUS 

CN 3H-tBoxazolo[3 ■ .4 ' :4 , S) pyrano (2 , 3 -b) pyridine, 3a, 4-dihydro-3- I [4- ( {2B) -2- 
mechyl-3-phenyl-2-propenyl] • 1-piperazinyl] methyl] (3R, 3aS) -rel-, 
flthanedioate (1:1) (9CI) <CA INDEX namb) 



CH 1 

CRN «6«233-99-4 
CHF C24 K28 N4 02 

Relative stereochemistry. 
IXnible bond geometry as shown. 




CM 2 

CRN 144-62-7 
CMP C2 H2 04 



O O 
II II 
HO-C-C-OH 



< 12/04 /2007> Erich Leese 



RN 666234 -02>2 CUPLVS 

CN 3H-lBoxazolol3< ,4':4,5lpyrano[3,2-b]pyridlne, 3a,4-dihydro-3- ( (4- { (2B) -2- 
methyl-3-phenyl-2-propenyl] -l-plperasinyDmethyl] (3R, 3aS> -rel- , 
ethanedloate (l!2) (9CI) (CA INDBX NAMB) 

CM I 

CRN 666234-01-1 
CMF 024 H2a N4 02 

Relative stereocheniscry. 
Double bond geometry as shown. 




H 



CM 2 

CRN 144-62-7 

CMF C2 H2 04 



o o 

II II 

C-C-OH 



RN 666234-03-3 CAPLUS 

CH 3H-Isoxazolo|3<,4' :4, 5] pyrano 13, 2-b] pyridine. 3- { I4- { (2B> -3- (4- 

eiuorophenyl) •2-methyl-2-prapenyl] -l-piperazinyllnethyl] -3a, 4-dihydro- , 
(3R,3aS)-rel- (9CI) (CA XNDBX NAMB) 

Relative atereochenlstry. 
Double bond geometry as shown. 




H 



RN 666234-04-4 CAPLUS 

CN 3H-Isoxaxolo [3', 4 'M.S] pyrano (3, 2-b] pyridine, 3a,4-dihydro-3- ( [4- ( (2B) -3- 
phenyl-2-butenyl|-l-plperaxinyl)nethyll•, (3R.3a8)-rel- (9CI) tCA INDBX 
NAME) 



<12/04/2007> Erich Leese 



Relative stereochemistry. 
Double bond geometry as shown. 




RN 666234 -OS-S CAPLUS 

CN 3H-l80xosoIo[3 • , 4 ' :4, 5 3 pyrano 13,2 -b) pyridine, 3a, 4-dihydro-3- 1 (4- (2- 

naphthalenylmethyl)-l-piperazinyllmethyl]-, (3R, 3aS) -rel - {9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
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TM. AT, BE, 
IB, IT, LU, 
CM, 6A, GN, 
20040304 
20040311 
20D5D525 
, BS. PR, OB, 
, RO, MX, CY, 
20050928 
20051215 
20060608 



OTHER SOURCE (S) : 



EC, EE. 
KE, KO, 
MN. MH, 
SB. 80, 
VM, YU, 
SZ, TZ, 
BO, CH, 
MC, NL, 
OQ, OW, 
CA 2003- 
AU 2003- 
EP 2003- 
OR, IT, 
AL, TR, 
CN 2003- 
JP 2004- 
Ua 2005- 
BP 2O02- 
HO 2003- 



B5 , FI , 
RP, KR, 
MX, MZ, 
SK, SL, 
ZA, ZM, 
UO, ZM, 
CY, CZ, 
PT, RO, 
ML, MR, 

2495058 

271S67 

7S3363 
LI, LU, 
BQ, CZ, 

819862 

530256 

524989 

78844 

EP9S32 



MARPAT 140:23 5700 



GB, GD, OB, OH. 
KZ, LC, LK, LR, 
NI, NO, NZ, OM, 
SY, TJ, TM, TN, 
ZH 

ZH, AM, AZ, BY. 
DE, DK. EE. B3, 
SE, SI, SK, TR, 
NE, SN, TD, TO 
20030819 
20030819 
20030819 
NL, SB, MC, PT, 
EE. HU, SK 

30030B19 
20030819 
2OOSO210 
A 20020821 
N 20030819 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

,B Title compda. I {X . CH2. NR7. S or O; R7 « H, alkyl, <unj substituted- 

aryl, -arylalkyl; Rl, R2. R14. R15 - Independently H. halo. OH, alkyloxy. 

CN, etc.; m - 1-4 t R3 - (un) substituted aromatic homocyclic or heterocyclic 

ring/ RB ■ independently OH, amino, nitro. CN, halo, or alkyl; n ■ 0-5/ R9 

- H. alkyl, or formyl], a process for their preparation, pharmaceutical compns. 

comprising them and their use as a medicine, in particular for the 

treatment of depression, anxiety, movement disorders, psychosis. 

Parkinson's disease and body weight disorders is disclosed. Thus, e.g., II, 

was prepared by substitution of 6-bromo-7, 9-dimethoxy-3- [4- (2-niethyl-3- 

phenylallyl) piperazin-1-ylmethyI) -3a. 4 -dihydro-3H-chromeno[4 , 3 -c] isoxazole 

(preparation given) with N-methylpiperazine. The compds. according to the 

invention have surprisingly been shown to have a serotonin (S-lfT) reuptake 

inhibitor activity in combination with addnl, »2 -adrenoceptor 

antagonist activity and show a strong ant 1 -depressant activity wittuut 

being sedative. I produced an inhibition at least at the hn2A site 

(but often at the ha2B and ha2C sites) and simultaneously at 

the 5-HT transporter site of more than 50 % (picso) at a test concentration 

ranging between 10-6 M and 10-9 M in a concentration-dependent manner. The 

invention also relates to novel combination of isoxazoline derive. 

according to the invention with one or more other compds. selected from 

Che group of antidepressants, anxiolytics, antl-paycbotics and 

anti-ParXinson '8 disease drugs to improve efficacy and/or onset of action. 

T 667454-3S-6P 667454-39-9P 667454-52-6P 

RL: PAC (Pharmacological activity)/ RCT (Reactant); SPH (Synthetic 
preparation) i THU (Therapeutic use) / BIOL (Biological study) ; prbp 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(drug candidate; preparation of chromenoisoxazole derivs. as 
antidepressants) 
K 6674 54-35-5 CAPLUS 

K 3H- (l}Ben20pyrano[4,3-c] isoxazole, 6-bromo-3a,4-dihydro-7, 8-dimethoxy.3- 
tl4- l(2B)-2-owthyl-3-phenyl-2-propenyl) -l-piperazinyl)methyl) 
(3R,3aS).rel- (9CI) (CA INDBX HAMS) 



!l2/04/2007; 



Erich Leese 



:12/04/2007> 



Erich Leese 



10/513699 



10/513699 



Relacive stercochemiscry. 
Double bond geometry aa ahown. 




667454-43-5P 667454-44-6P 6674S4-4S-7P 
667454-46-8P 

RL: PAC (Pharmacological activity) / sph CSynthetic preparation); thu 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); uses 
(usea) 

(drug candidate; preparation of chromenoisoxazole derivs. as 
antidepressants) 
RN fi67454-3<-« CAPLUS 

CN 3H- [l]Benzopyrano[4,3-c]i80xaxole, 6- (4-broaio<l-piperazinyl) -Sa.i-dihydro- 
l.a-dimethoxy-s- I [4- I {2E) •2-methyl~3-phenyl-2<propenyl] -l- 
piperazinyllmethyl)-, (3R, 3aS} -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 66-7454-39-9 CAPLUS 

CN 3H- (l}Benzopyrano|4, 3-c) Isoxazoie, 3a,4-dihydro-6-inechoxy-3- ( (4- I (2E] -2- 
methyl-3 -phenyl-3-propenyl) •l-piperazlnyl]methyl] -, (3R. 3aS) -rel- (9CI) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 6674 54-52-6 CAPLUS 

CN 3H- [ilBeniopyrano[4.3-c] isoxazoie. 3- [ [4- { (2E)-3- (4 - fluorophenyl) -2-methyl- 
2-propenyl) -i-piperazinyl]mechyl) -3a,4-dihydro-6-lodo-7,8-dlmethoxy-. 
(3R,3aS) -rel- (9CI) (CA INDEX NAME! 

Relative stereochemistry. 
Double bond geometry as shown, 





RN 6674 54-37-7 CAPLUS 

CN 3H- [llBenzopyrano [4, 3 -c] isoxazoie, 3a, 4-dihydro-7, s-dimethoxy-6-nethyl-3- 
[ 14- I (2E) -2-methyl- 3 -phenyl •2-propenyl) -1-piperazinyll methyl] 
OR.3aS)-rel- (9CI) (ca index name) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 6674 54-38-8 CAPLUS 

CN 3H- (l)Benzopyrano[4,3-c)isoxazole-6-carboxylic acid, 3a,4-dihydro-7.a- 

diniechoxy-3- [ (4 - ( (2B) -2;methyl-3-phenyl-2-propenyl| -i-piperazinyl)methyl] - 
, ethyl ester, {3R, 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<13/04/2007> 




10/513699 

Double bond geometry as shown. 




RN 667454-40-2 CAPLUS 

CN 3H- (llBenzopyrano (4, 3-c]i80xasol-«-ol, 3a.4-dihydro-3- ( [4- ( (2B) -2 -methyl -3- 
phenyi-2-propenyl] -l-plperazinyl}methyl] OR, 3aS) -rel- Oci) (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 6674 54 -43 -S CAPLUS 

CN ethanol, 2- I( (3R, 3as) -3a, 4-aihydro-3- ( {4- ((2B) -2-nethyl-3-phenyl-2- 

propenylj -i-piperazinyl)methyll -3H- [l]benzopyrano{«,3-c) isoxazol-6-yl1 oxy) • 
, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 667454-4 1-3 CAPLUS 

CN 3H- [1) Benzopyrano (4 , 3 -c] isoxazol -6-amine, 3-([4-((2E)-3- (4 - fluorophenyl) -2- 
methyl-2-propenyl] - l -piperazinyll methyl) -3a,4-dihydro-7, B-dimethoxy-N-4- 
pyridinyl-, <3R, 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative scereochemlstry , 
Double bond geometry as shown. 



RN 6674 54-44-6 CAPLUS 

CN Acetic acid, methoxy-, 3- t ( (3R, 3aS) -3a, 4 -dihydro-3- ( [4- ( (2E) -2-methyl -3- 
phenyl-2-propenyl] -1-piperazinyl] methyl] -3H- (1) benzopyrano (4, 3 -c] isoxazol- 
5-yl)oxy)ethyl ester, rel-(-)- (9CI) (CA INDEX NAME) 

Rotation <-). Absolute stereochemistry unknown. 
Double bond geometry as shown. 




RN 6674S4-42-4 CAPLUS 

CN 3H- (1) Benzopyrano [4.3 -clisoxazol-9-ol, 3a.4-dihydro-3- [[4- [ (ZB) -2-methyl-^- 
phe^yl-^-propenyl) -l-piperazinyDmethyl) (3R,3a8) -rel- (9CI) <CA INDEX 
NAME) 

Relative stereochemistry. 




RN 6C7454-4B-7 CAPLUS 

CN Acetic acid, methoxy-, 2- t ( OR. 3aS) -3a,4 -dihydro-3- [ (4- ( (2E) -2-eiethyl-3- 
phenyl- 2 -propenyl] -l-piperazinyl]mechyl) -3H- (1) benzopyrano (4,3 -cjisoxazol- 
6-yl)oxy) ethyl ester, rel-(*>- (9C1) (CA index NAME) 

Rotation (+) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 



cl2/Q4/2007> 



10/S13699 



10/513699 




RN 6674 54 -46-8 CAPLUS 

CN carbsnic acid, ethyl-. 2- ( I OR. 3aS} -3a,4-dih/dro-3- ( (4- ( (3B) -2-iMthyl-3- 
phenyl - 2-propeayll •l-piperazinyl] methyl )-3H- (llbenzopyranQ[4. 3-el IboxuzoI- 
9-yl1oxy) ethyl cater, rel- (»CI) (CA INDBX HAHE> 

Relative atereochemlBCry. 
Double bond geometry aa ahown. 



RW: QH, OM. KE, 

KO. KZ, MD. 

FI, FR. OB. 

BF, BJ. CP, 
CA 249423 5 
AU 2003262S71 
BP 1537124 
EP 1537134 

R: AT, BE, CH. 

IB. SI. LT, 
CH 1675222 
JP 200553 7304 
AT 368669 
US 2005256119 
PRIORITY APPLN. INFO.: 



LS, MM, MZ, SD, 8L, 
RU, TJ, TM. AT, BE, 
OR, HU, IB, IT, LU. 
CO, CI. CM. OA, ON, 
Al 20040226 
Al 20040303 
Al 20050600 
Bl 20070801 
DB, DR, BS, PR, OB, 
LV. FI. RO. MK. CY. 
A 20050928 
T 20051208 
T 2007081S 
Al 30051117 



OTHER SOURCE (S) : 



az, TZ, UO, ZM, 
BO, CH, CY, CZ, 
MC. NL, PT, RO, 
00. OH, ML. MR, NB, 
CA 2003-2494235 
AU 2003-262571 
BP 2003-787817 

GR, IT, LI, LU, NL. 
AL. TR, BQ, CZ. 
CH 2003-819483 
JP 2004-528523 

AT 2003-787817 
US 2005-524197 
BP 2002-70322 
WO 2003-EP50374 



DK, EE. ES, 
SI. SK, TR. 
6N. TO. TO 
20030812 
20030812 
20030812 



SB, MC. PT, 
HU. SK 
30030812 
20030813 
20O3OB12 
20050210 
A 20020B12 
H 20030812 
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PATENT INFORMATION: 

PATENT HO. 



2004 : 163696 CAPLUS 
140:217662 

Preparation of piperazinylalkylchromenoisoxazollnes al 
antidepresaanto . 

Andres-gil, Jose Ignacio; Bartolome-nebreda, Jose 
Manuel; Alvarez-escobar. Rosa ^4aria; Ba)iker, 
Margaretha Henrlca Maria/ Megena, Anconlua Adrianus 
Hendrikus Petrus 

Janssen Pharnaceutlca N.V., Belg. 

PCT Int. Appl., 60 pp. 

CODENi PIXXD2 

Patent 

Engliah 



KIND 



DATE 



APPLICATION NO. 



wo 2004016621 



Al 20040236 HO 2003-EPS0374 20030812 

AB, AO, AL, AM, AT, AU, AZ. BA, BB, 80, BR, BY. BZ. CA. CH. CH. 

CO, CR, CU, CZ, DB, DK, DM. DZ, EC, BE, ES, FI. OB. OD, OE. OH. 

GM, HR, HU, ID, IL. IN, IS, JP, KE, KG, KP, RR. KZ, LC. LK. LR, 

LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ. Nl. NO. HZ. OM. 

PH, PL, PT, RO, RU, SC, SD, SE, SO, SK, SL, TJ, TH, TH. TR, TT, 

TZ, UA, UQ, US, UZ. VC, VN, YU, ZA, ZM, ZW 



(CH2)mPi«*R3 




Title compda. (I; X - CH2, HR7, S, O; R7 > H. aUyl aryl, aralkyl, 
al ky 1 car bony 1. alkoxycarbonyl , aminocarbonyl j Rl, R2 ■ H, halo, OH. 0S03H, 
0S02Me, alkoxy, alkyl, aryl, hetcrocyclyl, etc.; R1R2 - (CH2)4, 
CH:CHCH2CH2. CH:CHCH:CH, etc.; Pir - (substituted) piperazinyl, 
aminomethyl piper idinyl; m - 1-4; R3 •> (substituted) (unsatd.) alkylaryl, 
alkylheteroaryl; with provisos], were prepared Thus, title compound (II) 
(preparation via intramol . nitrile oxide cycloaddn. given) bound to human 
platelet S-HT transporter protein with pICSO » 7.7. 
452320-31-9P 663 933 -4 5-7P , 8-Methyl- 3 - [4 - (3 - 

phenylallyDpiperazin-l-ylmethyll -3a, 4-dihydro-3>l-chro(nenot4. 3-c)iBoxazole 
663933-46-8P , 8-Methoxy-7-methyl- 3 - (4- (2-(nethyl-3- 

phenylallyl) piperazin-l-ylmethyl] -3a, 4-dihydro-3HrChromeno(4 , 3-cl laoxazol* 
663933-47-9P , t8-Methoxy- 3 - [4- (2-niethyl -3 -phenylallyl ) pipers zin- 1 - 
ylmethyl] -3a. 4-dihydro-3H-chro(neno (4 . 3 -cl iaoxazol - 7 -y I] methanol 
663933-4S-0P. 7-Methoxymethyl-3- [4- (2-methyl-3- 

phenylallyDplperazin-l-ylnethyl) •3a,4«dihydro-3II-chroffleno[4. 3-c] iaoxazole 
663933-49-lP 663933-50-4P 663933 -Sl-SP . 

8-Methoxy-3- 14- (2-tnethyl -3 -phenylallyl)piperazin-l -ylmethyl) -7 - 
phenoxymethyl-3a , 4-dihydro-3H-chromeno [4 , 3-c) iaoxazole 
663933-52-6P 663 93 3 -S3 -7P , a-Methoxy-3 - U - (2-met hyl-3- 

phcnylallyl)piperazin-l-ylmethyl) -7-raorpholin-4-ylmethyl-3a,4-dihydro-3H- 



Erlch Leeae 



<12/04/2007> 



chrcwncnol4 , 3-c) iaoxazole 663933-S4-8P 663933-5S-9P 

663 93 3 -56- OP , 3 -[A - (2 -Methyl - 3 - phenyl a 1 lyl) pi pernzln- 1 -ylmethyl I - 

3n, 4 -t1ihydro-3H-chromeno (•» , 3-ci isoxazole-i-cnrbonitrile 

663933 -bl-lP 663933-58-2P , 8 -Methoxy - 3 - (4 - (2 -met hy 1 - 3 - 

pheny lal lyl ) piperazin-l-ylmethyl] -3a, 4 -dihydro- 3H-chromeno (4 , 3-c] isoxazole- 

7-carboxylic acid ethylamide 663933 - 59- 3P , e-Mcthoxy-3- [4 - (2- 

methyl- 3 -phenylal lyl )piperarin-l -ylmethyl) •7-phenyl-3a, 4 -dihydro- 3H- 

chromeno|4, 3-c] iaoxazole 663933-60-6P , 1- (S- [8-Methoxy-3- [4- (3- 

methyl -3 -phenyla) lyl )piperasin-l-ylmethyl] -3a,4-dihydro-3H-chromeno(4 ,3- 

c) isoxazol-7-yl] chiophen-2-yl]ethanone 663933-61-7P 

663933-62-8P 663933-63-9P 663933-65-lP 

653933-66-2P 663933-68-4P 663933-69-5P 

663933-70-8P 663933-71-9P 663933-72-OP 

e63933-74-2P 663933-76-4P 663933-77-&P 

663933-78-6P 663933-79-7P 663933-80-OP 

663933-81-lP 663933-89-9P 669933-90-3P 

663933-91-3P 663933-92-4P 663933-93-SP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of piperazinylalky Ichromenolsoxazol ines as antidepressants) 
RN 462320-31-9 CAPLUS 

CN 3H- UJ Benzopyrano[4, 3-c] iaoxazole. 3a,4-dihydro-8-methoxy-3- I [4- I(2E) -2- 

methyl -3-phenyl-2-propenyll -1-piperazinyllmethyl] -7-phenyl-. (3R,3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemiatry. 
Double bond geometry as shown. 



6- 



663933-45-7 CAPLUS 

3K- (U BenzopyranoU ,3-c] iaoxasole, 3a,4-dihydro-8-methyl-3- ( [4- (3-phenyl-2- 
propenyD-l -piperazinyl] methyl]- (9CI) (CA INDEX NAME) 




10/513699 

RN 663933-4 6-8 CAPLUS 

CN 3H- [1] Benzopyrano(4.3-c) isoxazole, 3a,4-dihydro-8-methoxy-7-methyl-3- ( [4- 
(2-methyl-3-phenyl-2-propenyl) -l-piperazinyl)methyl) - (9CI) (CA INDBX 
HAMB> 




Ph-CH=C-CH2 



RN 663933-47-9 CAPLUS 

CN 3H- U]Benzopyrano[4.3-c)iBoxaxole-7-methanol. 3a. 4 -dihydro- B-Mthoxy-9- ((4 

(2-iwthyl-3-pheny].-2-propenyl)-l-pipeTazinyl]methyl]- (SCI) (CA INDBX 
NAME) 



rN CH2 
I 

Ph-CH==C-CH2 




RN 663933-48-0 CAPLUS 

CN 3H- [iJBenzopyrano (4, 3 -Cl iaoxazole, 3a, 4 -dihydro- 7- (raethoxymechyl > - 3 - ( U- (3 
methyl -3 -phenyl -2 -propenyl) -1 -piperazinyl] methyl I- (9CI) (CA INDBX HAMB) 



r^^N CH2 




Ph-CH^CH- CHa 



Ph-CH==C-CHa 



RN 663933-49-1 CAPLUS 

CN 3H- (i]Benzopyrano(4. 3-c] isoxazole, 3a,4-dihydro-8-ffiethoxy-7- ( { (3- 



<12/04/2007> 



Erich Leese 



1*0/513699 



10/513699 



methoxyethoxy)inethoxyj methyl] -3- | (4- <2.methyl-3-phenyl-2-propenyl) -l- 
piperAzinyllnechyl) • (9CI) <CA INDEX NM4E} 



( " — CH2: 
Me I I ^ 

Ph-CH=C-CH2 





Ph-CH=C-CH2 



663933-S3-6 CAPLUS 

Ethanol. 2- ( I (3a,4-dlhydro-3- 1 1*- (2-methyl-3-phenyl-2-propenyl) -1- 
pipera si nyl ) methyl } - 3H - [ t ] twnsopvrano [4 , 3 - cl iaoxazol • 7 • 
yl ] methyl] nethylamino]- (9CI) (CA ZNDBX NAME) 



— CH2-CH2-OMe 

RN 663933-50-4 CAPLUS 

CN 3H- IDBenzopyranoK, 3-cl i30xazole-7-methanol , 3a,4-dihydro-8-methoxy-3- (I4- 
(2-methyl-3-phenyl -2-propenyl) -l-piperazinyl] methyl ) *, acetate (ester) 
(9CI) (CA INDEX NAME) 




CH2-N- CH2- CH2— OH 



Ph-CH=C- CH2 



Ph-CH=C-CH2 



RN 663933-51-S CAPLUS 

CN 3 H - [ 1 ) Benzopyr ano [4 , 3 > c) i soxa zol e , 3 a , 4 - di hydro - a -met hoxy- 3 - [ 14 - ( 2 -met hyl • 
3-phenyl-2-propenyl}-l-piperazinyl]methyl] -7- (phenoxymethyl } - <9CI) (CA 

INDEX NAME) 



663933-53-7 CAPLUS 

3H- [ilBenropyranol4,3-c)isoxaeole. 3a, 4-dihydro-8-methoxy-3- ( l4- (2-methyl- 
3-phenyl-2-propenyl}-l-piperazinyl)methyl] -7- (4 -morphollnylmethyl) • (9CI) 
(CA INDEX NAME) 



Ph-CH— C- CHa 




663 933 -54 -a CAPLUS 

3H- tl] Benzopyrano [4 , 3-cl isoxaEOle-l-carboxaldehyde, 
meth¥l-3-phenyl-3-prc>penyl) -l-plperazinyl)netbyl] -, 
NAME) 



3a,4-dihydro-3- t (4- (2- 
oxlme OCX) (CA INDEX 



<12/04/2007> 



Me I I 

Ph-CH=C-CH2 




663933-5S-9 CAPLUS 

3H - II j Benzopyrano (4. 3-c] isoxB20le-7-carboxaldehyde. 3a,4-dlhydro-3- I [4- (2- 

methyl -3 -phenyl-2-propenyl) -l-piperazinyll«rethyl] 0-methyloxime (9CI) 
(CA INDEX NAME) 



Me i I 



V 



Ph-CH=C-CM2 
RN «63933-SB-2 CAPLUS 

CN 3H- [11Benzopyrano(4,3-c]isoxazole-7-carboxamide. N-ethyl''3B,4-dlhydro-a- 
methoxy-3- C (4- (2-methyl-3-p)ienyl-2-propenyl> -l-piperazinyDmethyll - (9CI) 
(CA INDEX NAME) 



Ph-CH=C-CH2 



-i— C J 



^CH=N-OMe 



663933-56-0 CAPLUS 

3H- [i)BenBopyrano(4,3-c}isoxazole-7-carbonitrile, 
mechyl-3-phenyl-2-propenyl} -l-piperazinyDmethyl] - 



3a,4-dihydro-3-([4-{2- 
(9CI) (CA INDEX NAME) 



Me f I 




Ph-CH= C-CHa 
RN 663933-59-3 CAPLUS 

CN 3H- [l)Benzopyraiio(4,3-c)isoxazole. 3a, 4-dihydro-8-methoxy-3- [(4- (2-methyl- 
3-phenyl-2-propenyl) -l-piperazinyl]methyll -7-phenyl- (9Cl) (CA INDEX 



f^N-CH2- 



Ph-CH=C-CH2 
RN 663933-57-1 CAPLUS 

CN Acetamide. N- [ (3a.4-dihydro-3- I [4- (2-inechyl -3-phenyl-2-propenyl) -1- 
piperazinyll methyl] -3H- Illbenzopyranol4,3-c]iBOxazol-7-yl)methyl] - 
(CA INDEX NAME) 



^pc: 




Ph-CH=C-CH2 
RN 663933-60-6 CAPLUS 

CN Ethanone, I • 15- [3a. 4 -dihydro- a-nechOxy- 3 - [ I4 - (2-iaethyl - 3 -phenyl -2- 

propenyD-l-piperazinyl] methyl] -3H- Il]benzopyranoC4, 3-c] iaoxazol-7-yl| -2- 
thienyl]- (9CI) (CA INDEX NAME) 



<12/04/20O7> 



Erich Leeae 
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Erich Leeae 



10/513699 



10/S13699 




f^^N— CH2 



Me I ] 

Ph- CH— C~CH2 

RN 663933-61-7 CAPLUS 

CM 3H- [1] Benzopyrano(4 . 3-cl isoxazole, 3a.4-dihydro-e-inethoxy-7-iiiethyl.3- I (4- 
1 (2B} -2-methyl-3-phenyl-2-propenyll •l-piperazinyl}methyl] OR, 3aS) -rel- 
(9CI} (CA INDEX NAME} 

Relative acereochemiscry. 
Double bond geometry as shown. 



dihydrochloride, OR, 3a8) -rel- (9C1) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 663933-62-8 CAPLUS 

CN 3H- [l)Benzopyrano(4,3-clisoxazole-7-carboxaldehyde, 3a, 4-dihydro-B-alethoxy• 
l- I [4- ( t2E) -2-niethyl-3-phenyl-2-propenyl) 'l-piperazinyl]niethyl| 
(3R,3aS) -rel- (9CI) <CA XrOSEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 663933-65-1 CAPL.US 

CN 3)1- tXlBensopyrano [4, 3-c] isoxazole. 3a.4-dihydro-'B-nethoxy-7- t((2~ 

methoxyethoxy) methoxy] methyl 1 -3 - [ [4- ( ( 2B) • 2 -methyl- 3 -phenyl - 2 -propenyl J - 1- 
piperaxinyllnothyll-, (3R,3aS) -rel-. ethanedloate (1:1) (9C1) (CA ZNDBX 
NAME) 

CM 1 

CRN £63933-64-0 
CMP C31 H41 N3 06 

Re 1 at i ve stereochemi s try . 
Double bond geometry as shown. 




6<3933-«3-9 CAPLUS 

3H- 111 Benzopyrano 14 . 3-cl isoxazole-7 -methanol , 3a, 4 -dihydro-S-methOxy-S - [ (4- 
l (2B> -2-inethyl-3-phenyl-2-propenyl] -l-piperasinyl]mechyl) - , 



O O 
II li 
HO-C-C- 



<^2/04/2007> 



Erich Leese 



RN 663933-66-2 CAPLUS 

CN 3H- [11 Bcnzop/rano[4, 3-c) isoxazole-7-methanol , 3a , 4 -di hydro-e -methoxy-3 - ( |4- 
( (2E) -2-methyl-3-phenyl-2-propenyl) -x-piperazinyljroethyl) acetate 
(eater), (3R, 3aS} -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 663933-69-5 CAPLUS 

CK 3H- (1] Benzopyrano{4 ,3-cl isoxazole, 3a, 4-dihydro-8-inethoxy-3- { l4- ( (2B) -2- 
methyl-3-phenyl-2-propenyl] -l-piperazinyl) methyl] -7- (4-morpholinylmethyl) - 
, (3R,3aS)-rel- (9CI) (CA IHDBX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





663933-68-4 CAPLUS 

3H. (1] Benzopyrano [4 , 3-c} Isoxazole. 3a, 4-dihydro- B -(nethoxy-3 - [ [4- E (2B) - 
inethyl-3-phenyl-2-propenyl] -l-piperazinyl] methyl] -7- (phenoxymethyl) - , 
<3R,3as>-rel-, ethanedloate (1:1) (9ci] (CA INDEX NAME) 



RN 663933-70-8 CAPLUS 

CN 3H- Il]Banzopyrano[4,3-c]i80xazole-7-carboxaXdehyds, 3a,4-ilihydro-3- 1 14- 
I (2B) •2-methyl-3-phenyl-2-propenyl] -l-piper«zinyllmetbyl] oxlme, 

(3R,3as)-rei- (9Ci) (CA index name) 

Relative stereochemistry. 

Double bond geometry as described by B or z. 



Relative stereochemistry. 
Double bond geometry as shown. 



\C ^1 o' ^^^^ ^ 




RN 663 93 3-71-9 CAPLUS 

CN 3H- (l}Benzopyrano{4,3-c]iBoxazole-7-carbonltrilei 3a.4-dihydro-3- ( (4- I (2B) - 
2 -methyl -3 -phenyl -2 -propenyD-l-piperaziny 11 methyl] -, (3R, 3aS) -rel- (9cr) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shorn. 



o o 

I) II 

HO- C- C- OH 




<12/04/20D7> 



Erich Leese 



10/S13699 



10/513699 



RN 663933-73-0 CAPLUS 

CN 3H- ri) Benzopyrano {4 . 3 • c] isoxazole-l-methanamine, 3a. 4 -dihydro-3- ( t4 > [ (SB) - 
2-niethyl>3-phenxl-2-propenyl] -l-piperazinyllmethyl)-, (3R.3aS) -rel- (9CI) 

(CA INDEX MAHE) 

Relative stereochemistry. 
Double bond geometry as shown. 



Relative stereochemistry. 
Double bond geometry as shown. 




66393 3-74-2 CAFLUS 

Acetnmide, N- ( ((SR. 3aS) -3a, 4 -dihydro' 3 - 1 [4- ( (2E) -2-methyl-3-phenyl-2- 
propenyl 1 - 1- plperazinyDmethyl] -3H- [l) bensopyrano (4 , 3-c] isoxazol-7- 
yDiaethyll rel-. ethanedioate (1:1) (9Ci) (CA INDEX name) 

CM I 




Relative stereochemistry. 
Double bond geometry as shown. 




H0-C-C~OH 

RN 663933-77-5 CAPLUS 

CN 3H- tlIBenzopyrano(4,3-c)i80xazole, 3a,4-dihydro-8-methyl-3- [ (4- K2B) -2- 
methyl-3-phenyl-2-propenylJ • l-piperazinyl| methyl} - , (3R,3as} -rel- {9CI) 
{CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



HO-C-C- OH 




C63933-76-4 CAPLUS 

3 H - [ 1 1 Ben sopyrano ( 4 , 3 - c] i soxa sole - 7 - carboxami dc , N-ethyl-3a,4-di hydro- a - 
nechoxy-3- { I4- [ t2E} -3-methyl-3-phenyl-2-propenyl] -l-piperazinyl] methyl] 
(3R.3aS)-reI-. ethanedioate (1:1) (9CI) (CA INDBX HAMB) 



«63933-78-C CAPLUS 

EChanol , 3- 1 t I (3R. 3as) -3 a, 4 -dihydro-3- [ (4- [ (2B) -3-iMthyl-3-phenyl-2- 
propenyl} -i-piperazinyllnethyl] -3H- li]benzopyrano[4, 3-cI isoxazol-7- 
yl] methyl ]niethylaiaino)-. dlhydrochloride, rel- (9CZ) (CA INDBX NAME) 



Relative acercochemistry . 
Double bond geometry as shown. 




RN 663933-79- 7 CAPLUS 

CN 3H- [llBenzopyrano[4,3-c]isoxazole, 3a, 4-dihydro- B-iaethoxy-3- t [4- ((SB)-:- 
aethyl-3-phenyl-2-propenyl) -l-piperazinyl]methyl] -7- (4-morpholinyliaethyl) - 
, (38,3aR)- (9CI) (CA INDBX NAME) 

Absolute stereocheaiistry, 
Double bond geometry as shown. 




RN 663933-80-0 CAPLUS 

CN 3H- ( 1 ) Benzopyrano [4 , 3 -cl isoxazole . 3a . 4 -di hydro- 8-nethoxy-3 - ( (4 - [ (2B) - 3- 
methyl-3-phenyl-2-propenyl] -l-piperazinyllmethyl) -7- (4-iiiorphollnylmethyl) - 

, (3R,3ftS)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



rr 




RN 663933 -Bl-1 CAPLUS 

CN Ethanone, 1- l4- 1 (3R. 3aS) -3a. 4-dihydro- 8-methoxy- 3- ( (4- ( (3E) -3-inethyl-3 - 

phenyl-2-propenyl] -l-piperazinyl)methyl] -3H- 11] benzopyrano {4 . 3-c] Isoxazol- 
7-yll-2-thienyl]-. rel- (SCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




. RN 669933-S9-9 CAPLUS 
CN 3H- HI BenzopyrBno{4,3-cl isoxazole. 7- (cyclopropylmathyl ) -3- ([4- ((2B}-3-(4- 
Eluorophenyl) -2-methyl-2-propenyll-l-piperazinyl1nethyl) -3a,4-dihydro-a- 
methoxy-, (3R, 3aS) -rel- {9CI) (CA INDBX NAMB) 

Relative stereochemistry. 
Double bond geometry as 'shown. 




RN 663933-90-2 CAPLUS 

CN 3H- (11 Benzopyrano [4, 3-c] isoxazole. 3b, 4-dihydro-7- (methoxymethyl) -3 - I 
[ (2E) -2-Riethyl-3-phenyl-2-propenyI] -1-piperazlnyl) methyl! 
dlhydrochloride, (3R. 3a9) -rel- (9CI> (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Erich Leese 



<12/04/2007> 



Erich Leese 




RN 663933-91-3 CAPLUS 

CN 3H- (: 1 Benzopyrano {4 , 3 -c) isoxasole-l-carboxaldehyde. 3a,4-dihydro-3- [ |4- 

( (2E) -2-met:hYl-3-phenyl-2-propenyl] -l-piperazinyl]inethyl)-, OR, 3a8) -rel- 

(9CI) (CA INDEX NAME) 

Relative atereochemistry. 
Double bond geometry bb shown. 



Relative stereochemistry. 
Double bond geometry as shown. 





RN 663933-92-4 CAPLUS 

CN 3H- 1 1 1 Benzopyrano [4 . 3-cJ isoxazole- 7-methanainine, N-ethyl-3- [[4-[{2E)-3-(4- 
f luorophenyl ) '2~inechyl-2-propenyl ) -l-piperazinyl] methyl] -3a, 4-dihydro-6- 
methoxy-H- (l-methylethyl) -, (3R, 3as) ~rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




IT 663933-8B-8P 

RI^; RCT (Reactant); SPN (Synthetic preparation}^ PRBP (Preparation); kact 
(Reactant or reagent) 

(preparation of piperazinylalkylchroaienolBOxazolineB as antidepressants) 

RN 663933-88-8 CAPLUS 

CN 3H- [ilBensopyranol4,3-c)l80xa«ole. 7-broiiio-3a,4-dihydro-8-methoxy-3- ( (4- 
{ (2E) -3-inethyl-3-phenyl-a-propenyI)-l-piperazinyl]fflethyl)- (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




RBPBREHCE COUNT: 



663933-93-5 CAPUUS 

3H- tllBenzopyrano [4, 3 -c) isoxazole, 3- [(4- ((2B) -3- (4 - (luorophenyl ) -2<nethyl- 
2-propenyl] -l-piperazinyllmethyl) •3a,4-dihydro-B-iiiethoxy-7- ( (4-methyl-l- 
piperidinyDmethyl] -. (3R,3aS) -rel- {9CI) (CA INDEX KAHB) 
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AB In 


a diblock copolymer i 


of formula A- 


-B, 


polymer 


block A 


represents a linear 



pharmaceutically acceptable hydrophilic polymer and polymer block B 
represents a polymer comprising monomers selected from L-lactic acid, 
o- lactic acid, D. L-lactic acid, glycolic acid, propiolactone, 
Y-butyrolactone, fi- valerolactone , y- valerolactone , 
i:-caprolactone, trimethylene carbonate, p-dioxanone, 
tetrametfiylene carbonate, is-lactone, 1 , S-dioxepan-2-one or mixta, 
thereof characterized in that the diblock copolymer is liquid at « temperature 
below 50>. A polymer was prepared from t:-caprolactone, 
trimethylene carbonate, and polyethylene glycol monomethyl ether 
Initiator. 
452314-01-1 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(diblock copolymers for use in pharmaceutical dosage forms) 
452314-01-1 CAPLUS 

3H- f 1) Benzopyrano [4 , 3-c) isoxazole, 3 - ( (4 - [ (2E) - 3 - (4 - f luorophenyl) -3 -methyl - 
2-propen- l-yl) -1-piperaeinyl] methyl) •3a,4-dihydro-7, a-dimethoxy-, 
(3R,3aS)-rel-(«)- (CA INDEX NAME) 



Rotation {*) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 
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AB The title iaoxazoline derivs. having a piperazinyl subunit with general 
formula of I (wherein x - CH2, s, O, or (un) substituted NH; Rl and R2 • 
independently H. OH, CN, halo. 0S02H, O502Me, alkoxy, alkoxyalkoxy, 
alkoxyalkoxyall^oxy , tetrahydrof uranyloxy , alkylthio, (alkoxy) alkylcarboxy, 
pyridylcarboxy , alkylcarboxyalkoxy, alkoxycarboxy , alkenyloxy, 
alkenylcarboxy, alkylaminoalkoxy, dialkylaminoalkoxy, or (un) subatituted 
NH2, with provisos,- m • 1-4/ A • (unl substituted piperazinyl, piperldinyl, 
or amino; R3 ■ (un) substituted aromatic (hetero)cyclyl] and pharmaceutically 
acceptable salto. stereoisomers, N-oxides. or prodrugs thereof are prepared 
as antidepressants for the treatment ot depression, anxiety. «nd/or body 
weight disorders (no data) . For example, the compound I J OHCl was prepared 
in a multi-step synthesis in moderate yield, IT showed plCSO of 9,9, 9.0, 
and e.2 against human hcx2A, h(i2C, and 5-liT transporter 
receptor sites, reap. 

IT 612074-52-9P 612074-S5-2P 612074-SB-SP 
612074-59-6P 

RL: PAC (Pharmacological activity).- RCT (Reactant)/ SPN (Synthetic 
preparation); TliO (Therapeutic use); bIOL (Biological study); PREP 
(Preparation); ract (Reactant or reagent) ; USES (Uses) 

(drug candidate; preparation of iaoxazoline derivs. as antidepressants) 
RN 612074-52-9 CAPLUS 

CN 3H- [l)Benzopyrano[4, 3-c) i80xa20l-7-amine. 3a, 4 -dihydro-3 - [ (4- I (2E) -2- 
methyl-3 -phenyl-2-propenyU -1-piperazinyllmethyl) -N- (phenyimethyl) - , 
(3R. 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612074-55-2 CAPLUS 

CH 3H- (1] Benzopyrano[4,3-c]isoxazol-7-aniine, 3a, 4 -dihydro-3- ( (4- ((2B) -2- 

methyl - 3 -phenyl -2 -propenyl ) - 1 - piperazinyl J methyl J - . (3R. 3aS> -rel - (9CI ) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074-58-5 CAPLUS 

CN 3H- (1] Benzopyrano[4,3-c] isoxazol-7-amine, 3a, 4-dihydro-8-methoxy-3- ( [4- 

[ (2E) -2-methyl-3-phenyl-2-propenyl] -l-piperazinyllaethyl| (3R. 3aS) -rel- 
(9CI} (CA INDEX HAKE) 

Relative stereochemistry. 
Double bond geonetry as shown. 




RN 612074-59-6 CAPLUS 

CN 1,2-Ethanediamine, N'- ( (3R.3aR) -3a,4-dihydro-8-methoxy-3- (|4- {(2E)-^- 
methyl•3-phenyl-2-propenyl] -l-piperazinyl3methyl] -3H- (l]benzopyrano(4.3- 
cllsoxazol-7-yl]-N,N-dinMsthyl-, rel- (9Ci} (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Erich Leese 




(drug candidate/ preparation of isoxazoline derivs. as antidepressants) 
RN 612074-51-8 CAPLUS 

CN 1.2-Bthanedia«ine. N- { {3R,3aS} -3a,4-dihydro-3- [ (4- { (2B) -2-methyl-3-phenyl- 
2-propenyl)-l-piperazinyl]methyl]-3H- Il]bensopyrano(4,3-c]isoxaxol-7-yl] - 
N.N'.N'-trimethyl-. dihydrochloride. rel- (9CI) (CA INDEX NAHB) 

Relative stereochemistry. 
Double bond geooiecry as shown. 



612074-51-8P 612074-53-OP 612074-54-lP 

612074-S6-3P 612074-57-4P 612074-60-9P 

612074-61-OP 612074-67-6P 612074-68-7P 

612074-69-flP 612074-70-lP 6a2074-71-2P 

612074-72-3P 612074-73-4P 612074-74-5P 

612074-75-6P 612074-76-7P 612074-77-8P 

612074-78-9P 612074-79-0? 612074-aO-3P 

612074-81-4P 612074-82-SP ei2074-B3-6P 

612074-B4-7P 612074-S5-9P 612074-I6-9P 

612074-87-OP 612074-B8-1P 612074-a9-2P 

612074-90-5P 612074-91-6P 612074-92-7P 

612074-93-BP 612074-94-9P 612074-95-OP 

612074-96-lP 612074-97-2P 612074-98-3P 

612074- 99-4P 612075-OO-OP 612075-01-lP 

612075- 02-2P 612075-03-3P 612075-04-4P 
612075-05-5P 613075-06-6P 61207S-07.7P 
612075-08-aP 612075-09-9P 6t207S-10-2P 
61207S-11-3P 61207S-12-4P 612075-13-5P 
612075-14-6P 612075-15-7P 61207S-16-8P 
612075-17.9P 612075-18-OP 612075-19-lP 
612075-20-4P 612075-21-SP 612075-22-6P 
612075-23-7P 612075-24-8P 612075-25-9P 
612075-26-OP 612075-27-lP 612075-28-2P 
612075-29-3P 612075-30-6P 612075-31-7P 
612075-32-8P 612075-33-9P 612075-34-OP 
612075-3S-1P 61207S-40-BP 612075-42-OP 
612075-43-lP 61207S-44-2P 612075-4S-3P 
612075-46-4P 612075-47-5P 612075-4B-6P 
61207S-49-7P 612075-50-OP 612075-51-lP 
61207S-52-2P 61207S-53-3P 612075-54-4P 
61207S-55-5P 612075-S6-6P 612075-S7-7P 
612075-Se-8P 612075-59-9P 612075-60-2P 
612075-61-3P 612075-62-4P 61207S-63-5P 
612075-64-6P 61207S-6S-7P 612075-66-eP 
61207S-67-9P 612075-68-OP 61207S-69-1P 
61207S-70-4F 612075-71-SP 612075-72-6P 
61207S-73-7P 612076-74-8? 612075-75-9P 
612075-7S-0P 612075-77-lP 61207S-78-2P 
ei2075-79-3P 612075-8D-eP 612075-81-7P 
612075-62-8P 612075-83-9P 61207S-84-OP 
612075-e5-lP 612075-86-2P 612075-87-3P 
61207S-8S-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study)/ PREP (Preparation); USES 
(uses) 




RN 612074-53-0 CAPLUS 

CN Benzenesulfonamide, N- t(3R,3aS)-3- I [4- ((2E) -3- (4-£luorophenyl) -2-methyl-2- 
propenyl] -1-piperazinyl) methyl] -3a, 4-dihydro-3H- |l)bensopyronol4.3- 
clisoxazol-7-yl] -4-methyl-. rel- (»«) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry ss shown. 




RN 612074-54-1 CAPLUS 



<12/04/2007> 



Erich Leese 



<l2/04/20D7> 



Erich Leese 



10/513699 



10/613699 



CN 3H- [l]Bensopyranoi4,3-c)isoxazole, 3a, 4-dihydro-e- <4-norpholinyl) -3 - 1 [4- 
• I (2E)0 -phenyl- 2 -propenyX)-l-piperaainyl] methyl]-, (3R, 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 613074-60-9 CAPLUS 

CN Acetamido, N- I (3R< 3aS) -3a.4-dlhydro-6-methoxy-3- tl4- [ (3B} -2-methyl-3- 

phenyl-3-prapenyl] - l-piperaslnyllnethyl} -3H< [l)benzopyrahol4,3-c] teoxasol- 
7-yl)-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 6120-74-56-3 CAPLUS 

CN Acetamide, N- I OR, 3aS> -3a, 4 -dihydro-3- J (4- ( (2E) .2-methyl -3-phenyl-2- 

propenyll -l-piperBzinyl]methyl) -3H- [11 benzopyrano [4 i 3-c] iaoxarol-T-yU - 
rel- (9C1) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 612074-61-0 CAPLUS 

CK 1. 2-Bthanediainine, N- ( {3R, 3aS) - 3a, 4 -dihydro- B-methoxy-3 - [ [4- [ (2B) -a -methyl* 
3 -phenyl -a-propenyl) -l-piperazinyl] methyl) -3H- (11 benzopyrano (4 , 3- 
c]isoxazol-7-yl]-N,N',H*-triiiiethyl-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612074-67-4 CAPLUS 

CN Urea. N- i (3R.3aS» -3a,4.dihydro-3- I [4- ( (SB) -a-mechyl-s-phcnyl-a-propenyll • 
pi pern zinyl) methyl] -3H- [l] benzopyrano [4, 3-c] isoxazol -7-yl ) -H' - (3 , 4- 
dimethoxyphenyl)-. rel- (9CI) (CA index name) 

Relative atereochemiscry . 
Double bond geometry as shown. 




612074-67-6 CAPLUS 

3H- [1] Benzopyrano [4 . 3 -c] isoxazol-T-amine , 3 - [ 14 - [ {3E) -3- (3 - f luorophenyl ) -a- 
met)lyl -2 -propenyll * 1-piperazinyll methyl ) - 3a« 4 -dihydro-8 -methoxy-N-methyl - , 
<3R,3aS)-rel- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 
Double bond geometry as shown. 



RN 612074-68-7 CAPLUS 

CN 3H' (II Benzopyrano [4, 3-C] i80xazol-7-amine, H-ethyl-3a.4-dihydro-3- I [4- [(2B} - 
2-methyl-3-phenyI-2-propenyl] • l-piperaeinyl) methyl] OR, 3aS) -rel- (9CI) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as stiown. 




RM 612074-70-1 CAPLUS 

CN 1.2-Ethanediamine, N- ((3R.3aS} -3- [(4- [(2B) -3- (4-f luorophenyl) -2-methyl-2- 
propenyl] -l-plperazlnyl]nethyl] -3a, 4 -dihydro- 3 H- (llbenzopyTano[4 , 3- 
c) isoxazol -7 -yl ] -H> -methyl-, nonohydroehloride, rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry- 
Double bond geometry as shown. 





RN 612074-69-8 CAPLUS 

CN 1, 2-Ethanediamine, N- I (3R.3aS) -3- I (4- ( (2E> -3- (4 - fluorophenyl) -a-methyl-J- 
propenyll - 1 -piperazinyljmethyl I - 3a, 4 -dihydro- 3H- 111 benzopyrano [4 , 3- 
cli80xazol-7-yll-K-methyl-, monohydrochloride, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RK 612074-71-2 CAPLUS 

CN 1.2-Bthanediamine, N- 1 (3R,3aS) -3- { (4- [ (2E) -3- (4-f luorophenyl) -2-methyl-2- 
propenyl] -i-plperazlnyl]methyl] -3a,4-dihydro-3H- tl.)ben20pyrano(4, ^- 
c) Isoxazol -7-yl ] -N, N* -dimethyl-, rel- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




Erich Leese 



10/513699 



10/S13699 



RN 612074-72-3 CAPLUS 

CN 1. 2-Ethanedianiine, M- I (3R.3aS)-3- [ ((26) -3- (3 -f luorophenyl) -2-methyl-2- 
propenyll •l-piperazinyl)methyl}-3a,4-<]ihydro-3H- [l]benKOpyrano(4, 3- 
c) i8oxazol~7*yl) -N.N* .N^-trimethyl - , dihydrochlorlde. rel- (9Ci> (CA 

INDEX NAME) 

RelativA stereochemistry. 
Double bond geometry as shown. 





RN 612074-74-5 CAPLUS 

CN 1,2-Bthanedianiine, N»- ((3R.3aS)-3- ((4- ((2E}-3- (4-£luorophenyl) -2-aetl 
propenylI-l-piperazinyllmethyl)-3a,4-dlhydro-8-methoxy-3H- 
[ltbenzopyrano[4,3-c]isoxazol-7-yl)-N.K>dimettiyl-, rel'- (9CX) tCA ] 

NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612074-73-4 CAPbUS 

CN 1.2-Bthanediamine. N- [ {3R, 3aS) -3- ( (4- f (2E) -3- (4 - f luorophenyl) -2-mothyl-2- 
propenyl] -l-piperazinyljmechyl) -3a, 4 -dihydro-3H- ( l] benzopyrano (4,3- 
cIisoxa«ol-7-yl) -N.N'.N'-trlmethyl-, monohydrochloride, rel- (9CI) (CA 
INDEX NAME) 

Relative sterooche'miatry. 
Double bond geometry as shown. 




<12/04/20D7> 



Erich Leese 



<12/04/2DO7> 



RN 612074-75-6 CAPLUS 

CN 1,2-Ethanediamine, N, N-diethyl-N' - ( (3R, 3aS> -3- [ (4- ( (2E) -3- (4-£luorophenyl) - 
2-methyl-2-propcnyll -i-piperazinyl] methyl] -3a, 4-dihydro-3H- 
(l| bensopyrano (4 , 3 -c] isoxazol-7-yl] -N'-methyl-, monohydrochloride, rel- 
<9CI} (CA INDEX NAME) 

Relative stereochemistry. 
Double bond ge<»netry as shovm. 



CN 3H- ID BensopyranoM , 3-c) isoxazol-7-amine, 3- ( f4 - ( <2E) -3 - (3 -(luorophenyl) -2 
methyl -2 -propenyl} -l-piperazinyllmethyl] -3a,4-dihydro-8-methoxy-N> [2- (1- 
pyrrolidlnyl) ethyl] -, {3R. 3as} -rel- (9CI> <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





-o 



RN 612074-76-7 CAPLUS 

CN 3H- [llBcnzopyrano(4. 3-c] isoxazol -7-amine, 3a,4-dihydrQ-e-fflethoxy-3- ( (4- 
( (2E) -2-mechyl-3-phenyl-2-propenyl) -l-piperazinyljmethyl] -N- (2- 11- 
pyrrolldinyDechyl] (3R.3aS) -rel- (9CI) (CA index name) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612074-78-9 CAPLUS 

CN 3H- (l)Benropyrano (4, 3-C) isoxazol -7 -amine, 3- ((4- ((2B>-3- (4-£luorophenyl) -2 
methyl -2-propenyl] -l-pipera2inyl}methyl) -3a, 4-dihydro-N- (2- (1- 
pyrrolidinyDethyll -, OR. 3aS) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shorn. 





612074-77-0 CAPLUS 



<12/04/2007> 



Erich Leese 



el2/04/2007> 



Erich Leese 



10/S13699 



10/513699 



RN 612074-79-0 CAI'LUS 

CH 3H- U]Senzopyrano[4,3-c) isoxasol -7-ainine, 3-1(4- E(2E) -3- (4- f luorophenyl) -2- 
methyl-2-propenyll -1-piperAzinyllmettiyl) -3a,4-dihydro-a-methoxy-K- (2- (1- 
pyrrolidinyDethyl] (3R. 3aS) ••rel* (9CI) (CA INDBX name) 

Relative scereochemistry, 
Double bond geometry as shown. 




RN S12074-80-3 CAPWS 

CN 3H- (l)BenzopyrBnol4,3-c]iBOxazol-7-ainine. 3- [{4- [(2E) -3- (4-f luorophenyl) -a- 
niethyl-2-propenyl] -l-piperazinyl]methyl] -3a,4'dihydro-N- [2- (4- 
norpholinyl } ethyl] -. OR. 3aS) -rel- (9CI) <CA INDBX NAME) 

Relative scercochemiscry. 
Double bond geometry as shown. 




RN 612074 -Bl -4 CAPLUS 

CN Ethanol, 2- 1 1 (3R, 3aS) -3a,4-dihydro-3- 1 [4- I (2H) -2-niethyl-3-phenyl-2- 
propenyll -l-piperazlnyl] methyl] -3H- [1] benzopyrano [4 , 3-c] isoxazol-l- 
yllmethylanino} rel- (9CI) (CA INDEX NAME) 

Relative stereochomisery. 
Double bond geometry as shown. 




RN 612074 -B2- 5 CAPUJS 

CN ethanol, 2- [ [ (3R.3aS) -3a,4-dlhydro-8-inethoxy-3- ( {4- [ (2B> -2-Bethyl-3-phenyl- 
2-propenyl] - 1 -piperazinyl ] methyl I-3H- [11 benzopyrano [4 , 3 -c) isoxaBOl-7- 
yDmethylamino] rel- (9C1) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Me 




RN 612074-B3-e CAPI.US 

CN Ethanol, 2- { t (3R,3aS) -3- ((4- 1 (28) -3- (3 - f luorophenyl) -2-methyl- 2-propenyll - 
l-piperazinyl] methyl] -3a, 4-dihydro-3H- [1] benzopyrano (4 . 3 -c] iaoxazol-7- 
yl 1 methyl amino] rel- {9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geonetry as shown. 



<12/04/2007> 



Erich Leese 



<12/04/2D07> 




RN 612074-84-7 CAPLUS 

CN Ethanol , 2- { [ (3R, 3as) -3- { (4- ( (2B> -3- <3-cluorophenyl) •2-methyl-2-propenyl] - 
l-piperazinyllmethylj -3a,4-dihydro-8-methoxy-3H- (l]benzopyrano(4 , 3 - 
c) isoxazol-7-ylImethylaaino] rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074 CAPLUS 

CN Ethanol. 2- ( t OR. 3aS} -3- [ (4- [ (2B) -3« (4-eiuorophenyl) '2-methyl-2-propenyl] - 
l-piperazinyl]methylj -3a.4-dihydro-3H- [l]benzopyrano(4 ,^-c)isoxazol-7- 
yllamlnol•, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geontetry as shown. 




612074-B6-9 CAPLUS 

ethanol , 2 - I [ (3R, 3aS) - 3-n4-t(2E)-3 - (4 -f luorophenyl) -2 -methyl -2-propenyl] - 
1-piperazinyl] methyl) •3a,4-dihydro-3H- {11 benzopyrano (4, 3 -c] i80xazol-7- 
yilmethylamlno] rel- (9Ct} (CA INDEX NAME) 



Relative stereochemistry. 

Double bond geometry as shown. 




RN 612074-87-0 CAPLUS 

CN Ethanol , 2- ( [ (3R, 3aS) -3- I (4- t (2B) -3 - (4 -fluorophenyl) -2-methyl-3-propenyl) • 
l-piperazinyl)nethyll-3a,4-dihydro-8-methoxy-3H- [ il benzopyrano [4.3- 
c)iaoxaBol-7-yl]methylamino) rel- (9CI) (CA INDEX HAMB) 

Relative stereochemistry. 
Double bond geometry as Bhami. 




RN 6ia0 74-8B-l CAPLUS 

CN 3H- 1 1] Benzopyrano (4, 3 -c}isoxazol- 7 -amine. 3a, 4-dihydro-3- [ 14- ( (2E) -2- 

ntet hyl - 3 -phenyl - 2 - propenyl 1 - 1 -piperazinyl ] methyl } - N- phenyl - , ( 3 R , 3aS} - rel - 
{9CI) (CA INDEX HAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




612074-69-2 CAPLUS 

3H- [1] Benzopyrano [4 , 3-c) iaoxazol-7-anine, 3a,4-dihydro-N-nethyl-3- I (4- 
[ (3E) -3'methyl- 3 -phenyl -2-propenyl 1 -1-piperazinylInethyl] -Nrphenyl- , 



cl2/04/2007> 



el2/04/2007> 



Erich Leese 



10/513699 

(3R.3AS) -rel- (SCI) 



(CA INDEX NAMB) 



Relative BCereochemiscry, 
Double bond geometry as shown. 




RN 612074-90-5 CAPliUS 

CH 3H- [l)Ben£OpyranoC4. 3-c}isoxazol-7-Bnilne, N- (4 -f luorophenyl) -3a,4-dihydro- 
3' 1 14- { t2B) -2-<nethyl-3-phenyl>2-propenyl] • 1-piperasinyl] methyl) - . 
(3R.3a8) •rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074-91-6 CAPLUS 

CN 3H- [llBenzopyranoH ,3-c} iaoxazol -7-amine, 3- ( [4- I (2B) -3- (4-f luorophenyl) -2- 
methyl-2-propenyl] -l-piperazinyl]methyl1 -3a,4'dihydro-H« (4-mechoxyphenyl) - 
. (3R,3aS) ~rcl' <9CI} (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



J 



RN 612074-92-7 CAPbUS 

CN Benzonitrile, 3- [ { (3R,3aS) •3a,4-dlhydro-3- 1(4- [ (2E) -2-methyl-3 -phenyl-2- 
propenyl) - 1 -piperazinyl) methyl 1 • 3H- {!] benzopyrano (4 . 3- el Isoxazol- 7- 
yll amino]-, rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 6X2074- 93 -e CAPLUS 

CN 3H- [llBenzopyrano(4,3-c]i80xazol-7-amine. 3a. 4-dihydro-N- <2-taethylphenyl) - 
3- ( [4- I (2B) •2-methYl -3 -phenyl -2-propenyl) -1-piperazinyl) methyl] -. 
{3R,3aS> -rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074-94-9 CAPLUS 

CN 3H- HI Benzopyrano [4 , 3 -c) isoxazol- 7-amine. N- (3. 4-dimethylphenyl) -3b,4- 
dihydro-3- ( [4- ( (2E) -2-methyl-3-phenyl-2-propenyl] - 1-piperazinyl) methyl] - 
(3R,3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> 



Erich Leese 




RN 612074-95-0 CAPLUS 

CN 3H- [j)Benzopyranot4,3-c)isoxazol-7-amine, 3a,4-dihydro-N-methyl-3- (I4- 

[ (2B) -2 -methyl -3 -phenyl -2-propenyl] -i-piperazinyll methyl] -N- (phenylmethyl) - 
, (3R.3BS)-rel- {9Ct) (CA XNDBX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074-96-1 CAPliUS 

CN 3H- (11 Benzopyrano [4 ,3-c] iBoxazol-7-amine, 3D,4-dihydro-N-methyl-3- ( (4- 

( (2E) -2-mechyl-3-phenyl-2-propenyl] -l-piperazinyl]methyl) -N- (phenylmethyl > - 
, di hydrochloride, (3R,3aS) -rel* l»CX) (CA INDEX HAMS) 

Relative stereochemistry. 
Double bond geometry as shown. 




• 2 HCl . 

6 12074 -Sf- 2 CAPLUS 



CN Acetamide, N- t (3R, 3aS) -3- ( [4- ( (3E) -3- (3-Cluorophenyl) -2 -methyl -2-propenyl) - 
l-plperazinyl) methyl] -3a, 4 -dihydro-a-methoxyOH- [1] benzopyrano (4 , 3- 
c]isoxazol-7-yl) rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612074 -9B -3 CAPLUS 

CN Propanamide, N- I (3R,3as) -3B,4-dlhydro-3- 1 14 - ( (2B) -2-methyl-3-phenyl-2- 

propenyl] -l-piperazinyl]methyX] -3H- tl ) benzopyrano [4, 3- cl isoxazol-7-yl] -2,2- 
dimethyl-, rel- (9CI} (CA INDEX NAME) 

Relative stereochemistry. * 
Double bond geometry as shown. 



N. ^Bu-t 




RN 612074-99-4 CAPLUS 

CH cyclopropanecarboxamide. N- ((3R,3aS) •3s.4-dihydro-3- I [4- [<2B) -2-methyl-3- 
phenyl - 2-propenyl ] -l-plperazinyll«ethyl) .3H- (I] benzopyrano [4, 3 -cl isoxazol- 

7-yl)-, rel- OCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




C12/04/2007; 



Erich Leese 



rl2/04/2007: 



Erich Leese 



10/513699 



10/SI3699 



RN 61207S-0D'O CAPLUS 

CN Cyclopropanecarboxamide. {l3R,3aS} -3a.4-dlhvdro-s-inethoxy-3> [[4-I(2Bt-2 
niethyl-3-phenyl-2-propenyl)-l-piperBzinyllinethyl] -3H- [l]benzopyranoC4.3- 
c] i.BOxazol-7-yl)', rel- (9CI) <CA INDEX NAMB) 

Relative acereocheniscry. 

Double bond geometry as shown. 





RN 612075-03-3 CAPLUS 

CM Benzanide. H- ( <3R,3a8) -3a,4-dlhydro-3- [ (4- { (2B) •2•methyl-3-phe^yl-3- 
propenyll -I-piperatinyllmethyl] -3H- Il]bensopyrano(4.3-c] iaoxazol-T-yl) - , 

rel- (9CI) (CA INDEX NAMB) 

Relative atereochemiscry . 
Double bond geometry as shovrn. 



RN 6l2D-fS-Dl-l CAPLUS 

CN Cyclopropanecarboxamlde, N- [ (3R, 3aS} -3- [ 14- [ (2B) -3- (3-f luorophenyl) - 
methyl -2 -propenyl ) -l-piperasinyl ) methyl] -3a ,4-dihydro-8-tnechoxy>^H- 
(l)ben^opyrano(4. 3-c] i80xazol-7-yl) rel- (9CZ) tCA INDEX NAME) 

Relative stereochemiatry. 
Dotible bond geometry aa ahotm. 





RN 613075-04-4 CAPLUS 

CN 3- pyrrol idinecarboxamlda, N- I3a,4-dihydro-3- { |4- ( (3B) -a-lllethyI-3-pllenyl-3- 
propenyl] -l-plperazinyllnetbyl] -311- (11benzopyrano(4,3-clis0(xa2Ol-7-yl] -, 
(2R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry aa ahotm. 



RN 612075-02-2 CAPLUS 

CN 2-Propenamide< N- (<3R,3aS) -3a, 4-dihydro-3- l[A-l (2E> •2-methyl-3-phenyl-a- 
propenyll - 1-piperazlnyl) methyl) -3K- (l)benzopyranoC4.3-cI i80xazol-7-yl] - , 
■ rel- (9CI) <CA INDEX NAME) 

Relative stereochemiatry. 

Double bond geometry as shown. , 




RN 61201S-0S-5 CAPLUS 

CN 2- Pyrrol Idinecarboxamide, N- (3a, 4-dihydro-3- [ (4- I (2B) -a-methyI-3-phenyl-2- 
propenyl] -l-piperazinyl]methyl) -3H- tI]benzopyrano[4 , 3-c] lBOxazol-7-yl] - , 
(25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry aa shown. 



«12/04/20O7> 



Erich Leese 



<12/04/20D7> 



o 



II a 



RN 612075-06-6 CAPLUS 

CN Carbamic acid, ( (3R, 3aS) -3 - ( (4 - ( (2E) -3- (4- f luorophenyl) -2-methyl-2- 
propenyl] - l-pipcrazinyDmethyl) -3a.4-dihydro-3H- [1] benzopyrano (4,3- 
c)isoxazol>7-yi] -, 1 , 1-dinethylechyl ester, rel- (9CI) ICA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-07-7 CAPLUS 

CN Urea, N- |<3R.3aS) -3a, 4 -dihydro-3- I (4- ( (2E) -2-methyl -3 -phenyl -2-propenyl] -1- 
piperazinyl] methyl] •3H- [1] benzopyrano [4, 3-c] iacxazol-7-yl] -N' -ethyl • , rel- 
(9CI) (CA INDEX NAMB) 

Relative atereochemistry. 

Double bond geometry as shown. 




RN 612075-OS-e CAPLUS 

CN Imidodicarbonic diamide, N,H< -diethyl-3- ( <3R,3aS) -3- [ (4- [ (3B) -3- (4- 

f luorophenyl) -3-inethyl-3-propenyl] -1-piperazlnyl] methyl] -3B,4-dihydro-3H- 
tl]benzopyrano(4.3-c]iaoxazol-7-yl)-, rel- <9Ct} (CA INDEX NAME) 

RelaLive stereochemistry. 
Double bond geometry as ahown. 




RN 612075-09-9 CAPLUS 

CN Urea, N- ((3R,3a6) -3a,4-dihydro-3- ((4- ( (2B) -2-methyl -3 -phenyl -2-propenyl) -l 
pipcrazinyl] methyl] -3H- tl] benzopyrano [4. 3-c) isoxazol-7-yl] -N'- (1,1- 
dimethylethyl)-, rel- OCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



N^ ^NHBu-t 



n r 1 




RN 612075-10-2 CAPLUS 

CN Urea , N- cyclohexyl •N'-[UR.3aS)-3«.4 -dihydro- 3-[[4-l(3B)-3-methyl-3 -phenyl 
3-propenyi] -i-plperaslnyl)methyl] -3H- ll] benzopyrano [4, 3 -c]i8axBzol-7-yI)-, 

rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




612075-11-3 CAPLUS 

aiycine, N- [ { [ {3R, 3aS) -3a. 4 -dihydro-3- ( t4- 1 (2E) -2-methyl- 3 -phenyl -2- 
propenyl] -l-piperazinyl)methyl] -3M- (1} benzopyrano [4 , 3-c] isoxazol -7- 
yl] amino) carbonyl}-. ethyl ester, rel- (9CI} (CA INDEX NAME) 



Erich Leese 



<12/04/2007» 



Erich Leese 



10/513699 



10/513C99 



Relative stereochemistry. 
Double bond geometry as shown. 




H 



RN 61207S-12-4 CAPLUS 

CN Urea, M- I (3R,3aS) - 3a , 4 -dihydro- 3 - i (4- i (2E) -2-methyl-3-phenyl-2-propenyi J -1- 
piperazinyDmethyll -311- [1) benzopyrano (4 , 3 -c] isojia80l-7-yi J -N'-phenyl-, 
rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geomecry as shown. 




RN 612075-13-5 CAPLUS 

CN Urea . H-f(3R,3BS)-3a.4 -di hydro- l-([4-I{2B)-3-methyl-3- phenyl - 3 - propeny 1 1 - 1 - 
piperaEinyllmechyl]-3H-(a] ben zopyrano (4 , 3 - c] i soxazol - 7-yl]<-N'-(3- 
f luorophenyl) rel- (9CI> (CA INDEX NAME) 

Relative scereochemiscry . 
Double bond geometry as shown. 




(nethylsulfonyl) - , rel- (9CX) {ca index KAMBt 

Relative stereochenistry. 
Double bond geometry as shown. 




CN 3-Pyridinecarboxamide, H- ( OR, 3as) -3a,4-dihydro-3- [ (4- [ (2B) -S-methyl-S- 

phenyl-2-propenyll -l-piperazinyl] methyl] -311- Cll benzopyrano [4 , 3-c] iaoxazol- 
7-yl1-, rel- <9CI) (CA INDEX HAMS) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-16-8 CAPLUS 

CN l-piperazinecarboximidamide, N- ( (3R, 3aS) -3- ( [4- I (3E) -3- (4-f luorophenyl) -3- 
mathyl-2-propenyl]-l-plperazlnyl] methyl) -3a,4-dihydro-3H- 
(l]benzopyranoC4,3-c]isoxazol-7-yll-4-(phenylnethyl)-, rel- (9CI} iCA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shorn. 



RN 61307S-14-6 CAPLUS 

CN Hethanesulfonamide, N- [(SR.SaS) -3a,4-dihydro-3- ((4- ((2B] - a -methyl -3 -phenyl - 
2-propenyl] -l-piperazinyl] methyl] -SH- (l)benxopyrano(4< 3-c] i80xazol-7-yl] -N- 



<12/04/3007» 



10/513699 

PAOB 1-A 




propeny II -l-piperorinyl Imethyl) -3a , 4 -dihydro- 3H- [1] benzopyrano [4 . 3- 
cUsoxazol-7-yl)-, rel- (9CI) (CA INDEX NAME) 



Relative scereochemiscry. 
Double bond geomecry as shown. 




CN 3H- [II Benzopyrano 14. 3-c]i80xazole, 3- ( [4- {(2E)-3- (4-f luorophenyl) -3 -methyl - 
3-propenyl] -l-piperazinyl] methyl) -38,4 -dihydro- 7- (l-pyrrolidinyl) 
{3R, 3 AS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geomecry as shown. 



10/S13699 




RN 612075-19-i CAPLUS 

CN 3H- 11] Benzopyrano [4 ,3 -cl isoxazole, 3- { (4- t (2B) -3- (4-f luorophenyl) -2-methyl- 
2 - pr openy 1 )-l-piperazinyl]methyl]-3a,4- di hydro- 7 - ( 1 - piper idinyl ) - , 
OR, 3aS) -rel- (9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-30-4 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- ( (3R. 3a3) -3- [ [4- I (2E) -3- (4-f luorophenyl) -2- 
methyl • 3-propenyl 1 -l-piperazinyl)methyl] -3a.4-dihydro-3H- 
(l]benzopyranol4.3-c)isoxazol-7.yl]-, ethyl ester, rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 

Double bond geometry as shown. 



PAOE 1-A 




:13/04/3007> 



Erich Leese 



:1.2/04/3007> 



Brlch Leese 



RN 612075-21-S CAPLUS 

CN 3K- (l]BenzopyranoU,3-c)isoxazole, 7- (3 , 4 -dihydro-2 (IH) -isoqulnollnyl) -: 
[ (4- I (2E> -3- U-fluorophenyl) -2-inethyl-2-propenylI -l-piperazinylJmethylJ- 
Sa.l-dihydro-. {3R, 3aS) -rel- (9CI] (CA INDEX NAME) 

Relative stereechemiatry. 
Double bond geometry as shown. 




RN 612075-22-6 CAPIiUS 

CN 3H- tljBenzopyranol4. 3-c) isoxazole, 3a,4-dihydro-B-inethoxy-3- t [4- ( <2E) <■ 
methyl -3 -phenyl- 2-propenyl} - l-pipeiazinyl] methyl) -7- (4 -mthyl-l- 
piperazinyl) -. l3R,3oS} -rel- (9CI) (CA INDEX NAME) 

Relative stercocheMistry . 
Double bond geometry as shown. 



Erich Leese 




RN 61207S-33-7 CAPLUS 

CN 3H- (l)Bensopyrano(4, 3-C] isoxazole, 3- [ [4- [ (38) -3- (3>CluDrophenyl) -2>methyl- 
3-propenyl] - t-piperazlnyl] methyl] • 3a , 4 -dihydro- 8-nethoxy- 7- (4 -methyl- l- 
piperazlnyl)-. (3R, 3aS} -rel- <9CI) (CA INDEX NAHS) 

Relative stereochemistry. 
Double bond geometry as shorn. 




RN 612075- 24 -a CAPLUS 

CN 3H- 111 Benzapyrano[4,3-c) isoxazole, 3- 114- l(2E) -3- {4-Cluorophenyl) -2-methyl- 
3-propenyl)-l-piperazinyl]mechyll-3a,4-dihydro-7- (4-methy].-l-piperaKinyl) - 
, (3R,3aS}-rel- (9CX) (CA index NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN «12078-aS-9 CAPLUS 



<1.3/04/2007> 



10/513699 

CN 3H- (11 Benzopyrano [4, 3-C) isoxazole, 3- t(4- [(2E) -3- (4- f luorophenyl) -2-methyl- 
2-propenyl| -1-piperazinyl) methyl] - 3a, 4 -dihydro- B-methoxy-7- (4-methyl-l- 
piperazinyl) •. <3R, 3bS) -rel- {9CI> (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-26-0 CAPLUS 

CN 9H- [llBenzopyrano (4, 3-c) isoxazole, 3- ( {4- [(2B)-3- (4-CluorophenyX) -3-mechyl- 
2-propenyl] -1-piperazinylImethyl] -3a, 4 •dihydro-7- (4- phenyl -l -piperazlnyl) - 
, (3R, 3aS) -rel- (9CI) (CA INDEX NAME) 

Relacive sceraochemiBCry . 
Double bond geometry as Bhown. 




H 



RN 612075-27-1 CAPLUS 

CN 3H- (HBensopyrano (4, 3-C] isoxazole, 3- J (4- ( (2E)-3- (4 -fluorophenyl) -2-methyl- 
2-propcnyl] - 1 -piperaziriyl ] methyl | -3a,4-dihydro-7- [4- (phenylmethyl) -1- 
piperazlnyl] -, <3R , 3aS) - rel - (9CI) (CA INDEX NAME) 

Relacive stereochemistry. 
Double bond geometry as shown. 



10/B13699 



PAGE 1-A 
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"^Ph 

RN 612075-28-2 CAPLUS 

CN 3H- [llBenzopyrano [4, 3-C) isoxazole, 3- t (4- ((2B)-3- (4-eiuorophenyl) -3-methyl- 
2-propenyl} -l-piperazinyl)methyll -3a.4-dihydro-7- (4- [(2E) •3-phenyi-2- 
. propenyl] -1-piperazinyl} (3R. 3a8) -rel- (9CX) (CA INDEX NAME) 

Relative stereochemistry - 
Double bond geometry as shown. 



PAOE 1-A 




RN 613075-29-3 CAPLUS 

CN 3H- {l]Benzopyrano[4.3-c]isoxacole. 3a, 4 -dihydro- 8-Methoxy-3- [C4- [(2E) -2- 
methyl - 3 - phenyl - 3 -propenyl 1 - 1 -pipers zinyl I methyl 1 - 7 - (4 -morphol inyl ) - , 
(3R,3aS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shorn. 



<12/04/2007> 



Erich Leese 



<13/04/2007> 



Erich Leese 



10/S13699 



10/5i3699 




H 



RN 6X2075-30-6 CAPLUS 

CN 3H- lllBenzopyranoH ,3-cJ ieoxazole, 3- t (4- l(2E)-3- (3-f luorophenyl> -2-iDet;hyl- 
2-propenyl] -1-piperazinyl ) methyl] -3a, 4 •dihydro-B-methoxy-?- {4-inorphollnyl} - 
, {3R. 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative scereochemistry. 
Double bond geometry as shown. 




H 



RM 612D75-31-'? CAPLUS 

CN 3H- {llBenzopyrano(4,3-c)i80xaEOle. 3- I [4 - ( <2S) -3- (4 -Cluorophenyl ) -2•nethyl- 
2•propenyl] -l>piperazinyl]inethyll-3a;4-dihydro-7- U-inorpholinyl} - , 

(3R,3aS) -rel- (9CI) <CA INDEX KAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




#2 HCl 



RN 61207S-35-1 CAPLUS 

CN 3H - {l)BenzopyrBno[4 , 3-c] iaoxazol-7-amine, 3a , 4 -dlhyd^o-S-Inethoxy-N-tnethyl- 
3- ( (4- ( <2B> -2 -methyl -3 -phenyl •2-propenyl I -l-plperazinyl)methyl] 
(3R,3aS) -rel- (9CI) (CA INDEX NAMB» 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




NHMe 



RN 61 2075-40 -B CAPLUS 

CN 3H- llJBenzopyrano(4, 3-c) isoxasol-a-amino, 3a , 4 -dihydro-N- M -methoxyphenyl) - 
3- { [4- n2E)-3-phenyl-a-propenyl) -l-piperazinyllmethyll - , (3R,3as) -rel- 
(9CI) {CA INDEX NAME) 

Relative atereochenistry. 
Double bond geometry as shown. 




H 



RN 612075-32-8 CAPLUS 

CN 3H- (iieenzopyranol4,3-clisoxazole, 3- ( [4- ( t2B) -3- (4-fluorophenyl>-2-methyl- 
2-propenyll -l-piperazinyl]niethyl) -3a. 4 -dlhydro-a-metboxy-7- (4 -norpholinyl) - 
, [3R.3aS)>rel- (9CZ) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry aa shown. 




RN 61207S-33-9 CAPLUS 

CN 3H- lljBenzopyrano(4,3-c)i80xazol-7-amine. 3-1(4- [ (2e) -3- (3-f luorophenyl) -2- 
methyl - 2 - propenyl ) - 1 -piperazinyl ) methyl! - 3a , 4-dihydro-a -methoxy* , 
(3R,3aS)-rel- (9CX) (CA INDEX NAME) 

Relative stereocheiniBCry. 
Double bond geooetry as shown. 




H 



RN 61207S-34-0 CAPLUS 

CN 3H- ll)Benzopyrano[4,3-c]isoxazol-'T>aa)ine, 3A,4-dihydro-N-methyl>3- [ C4- 
I < 3 E) - 3 -methyl - 3 -phenyl - 2-propenyl } - l - piperazinyl ] methyl ] - , 
di hydrochloride, (3R.3bS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<13/04/3007> Erich Leese 



10/513699 

RN 612075-43-D CAPLUS 

CN 2-propenoic acid, 2-inethyl-, 2- ( I (3R,3as) -3- ( (4- ( (2B) -3- (4-f luorophenyl) -2- 
methyl-3-propenyl) -l-piperazinyljmethyl] -3a, 4-dihydro-3H- 
(l)benzopyrano[4,3-c] i80xazol-7-yl|methylamlno)ethyl ester, rel- (9CI) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 




RN 612075-43-1 CAPLUS 

CN 3U- (i]Benzopyrano(4.3-clisoxazol-7-araine. 3- EI4- { (2B> -3- (4-Cluorophenyl) -2- 
methy 1 - 2 -propenyl 1 - 1 - piperazinyl ] methyl ) - 3a , 4 -di hydro- B -roethoxy-N- 1 - 
pyrrolidinyl-. OR. 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




RN 61207S-44-2 CAPLUS 

CN 1,2-Ethanediamine, N- ( (3R.3aS) -3- ( {4- { (2&) -3- (4 - f luorophenyl) •2-methyl- 2- 
propenyl] -3-piperazinyl)methyl} -3a.4-dihydro-B-methoxy-3H- 
tl)benzopyrano(4,3-c]iBOxazol-7-yll-, rel- (9CI) (CA INDEX NAHB) 



cl2/04/2007> 



Erich Leese 



<12/Q4/2007» 



Erich Leese 



10/S13699 



10/S19699 



Relative atereochemistry. 
Double bond geometry as shown. 




RN 61207S>4S<3 CAPLUS 

CN 3H- 111 Bensopyrano [4 .a-cj isoxa sol -''-amine. N- C -ethylpropyl ) -3- [ f4- [ (2E) -3- 
{4 - f luorophenyl 1 -2-fflethyl-2-propenyl] -l-piperazinyllmethyl) -3a, 4-dihydro-8- 
mechoxy-, {3R, 3aS) -rel- (9C1) (CA INDBX NAME) 

Relative stereochemistry. 
Double bond geooietry as shown. 



r 



RN fiia07S-46-4 CAPLUS 

CN 3H- [llBenKopyrano(4,a-c]iBOxazol-7-aniine. 3-U4'-t{2E)- 
tnethyl-2-propenyl} - I -piperaeinyl] methyl] -3a, 4 -dihydro-( 
methylpropyl}-, (3R. 3aS} -rel - (9CI} (CA index tWME) 

Relative stereochemistry. 
Double bond geometry as shown. 



J - (4- f luorophenyl ) -3- 
-methoxy-N- (1- 




RN 61207$-47-5 CAPLUS 

CN 3H- [ 1 ) Ben Bopyrano (4 , 3 - c] i soxazol - 7 • amine . 3 - ( [4 - C ( 3 B) • 3 - (4 - £ 1 uorophenyl ) - a - 
iiiethyl-2-propenyll -l-piperazinyl]nethyl] -3a, 4-dihydro-8-iiiethoxy-H-4- 
pyridinyl*. <3R,3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-4S-6 CAPLUS 

CN 3H- (llBenzopyrano[4,3-cli80xazoIe, 3- (t4- I(2B)-^-(4-£luorophenyl)•2-methyl- 
2-propenyll-l-piperazinyl]^techyl)■>3a,4-dihydro•B-lnethoxy•7- (2-methyl-l- 
pyrrolidlnyl)-, (3R. 3aS} -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry aa shonm. 




RN 612075-49-7 CAPLUS 

CN 3H- tl] Benzopyrnno[4 ,3-c)iaoxazole. 7- (1-azetidinyl) -3- [ [4- H2B) -3- (4- 

f luorophenyl) -2 -methyl -2 -propenyl) -1-piperazinyl] methyl] -3a, 4•dihydro-8- 
methoxy-, (3R, 3aS) -rel- (9CX) (CA XNDBX NAME) 

Relative atereochemistry. 
Double bond geometry as shown. 



<12/04/2007> 



Erich Leese 




RN 612075-SO-O CAPLUS 

CN 3H- 1 1) Benzopyrano [4 , 3-cI isoxazole, 3- t (4 - t (2B) -3 - (4 - f luorophenyl) -2-methyl- 
2 -propenyl} - 1 -piperazinyllinethyll -3a.4-dihydro-8-Riethoxy-7- (4-methyl-l- 
piperidinyl) -. OR, 3aS] -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RK 612075-51-1 CAPLUS 

CN 3H- (1) Benzopyranol4, 3-c) isoxa2ol-7-amine, 3- I [4- I (2B) -3- (4-fluorophenyl) -2- 
methyX-2-propenyl] -1-piperazinyU methyl} -3a, 4 -dihydro-fl-methoxy-N- (2- 
methylbuLyl>-, (3R, 3aS} -rel - (9CI) (CA INDBX NAME} 

Relative stereochemistry. 
Double bond geometry as shown. 




61207S-52-2 CAPLUS 

3K- [1] Benzopyrano (4.3- cl isoxazol-7-Bmine. N-cthyl-'3- ( [4- ( (2B) -3- (4- 

f luorophenyl) - 2 -methyl -2-propenyl I -1-piperazinyl] methyl) -3a,4-dihydro-B- 



10/513699 

methoxy- , 



(3R,3aS) -rel- (9CI) (CA XNDBX NAME) 



Relative stereochemistry. 
Double bond geometry aa shown. 




RN 612075-53-3 CAPLUS 

CN 2-Propenamlde, N- [(3R.3aS)-3- ((4- [(2EJ -3- (4- f luorophenyl} -2-methyl -2- 
propenyl] -1-piperazinyl] methyl] -3a. 4-dihydro•8-methoxy•^H- 
(l]benzopyrano(4.3•c)isoxazol-7>yl] -. rel- (»CI) (CA INDEX NAME) 

Re lative s tereochemi stry , 
Double bond geometry aa shown. 




RN 612075-54-4 CAPLUS 

CN 2-Azetidinone, 1- [(3R,3aS) -3- E(4- ((2B)-3- (4- {luorophenyl} -2-methyl -2- 
propenyl] - 1-piperazinyl ) methyl] - 3a , 4 -dlhydro- 8 -methoxy- 3H- 
[l}bcnzopyrano[4, 3-c] isoxazol-7-yl)-, rel- (9CX] (CA INDBX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




cl2/Q4/2007> 



Erich Leese 



<ia/04/2007> 



Erich Leese 



10/513699 



10/513699 



RN 612075 -SS- 5 CAPtiUS 

CN Cyclobutanecarboxylic acid, 2- [ I (3R,3aS) -3- H4- I (2E) -3- (4-f luorophenylJ -2- 
methyl - 2-prcipenyl] • 1-piperazinyl] methyl 1 -3a. 4 -di hydro- 3H> 
[llbenzopyranoK ,3-c] isoxBzol-7-yl]methylamino]ethyl ester, rel- (9CI> 
(CA INDEX KAME) 

Relative stereochemiacry . 
Double bond gepnetry as shown.. 



O 




m 612075-57-7 CAPLUS 

CN 1, 2-Ethanediainine. N'- (1 , 3-dimethylpropyl) -N- ((3R,3aS)-3- ((4- t(2E)-3- (4- 
f luorophenyl) -3-methyl-2-propenyl] -1-piperazinyl] methyl] -3a,4 -dihydro-3H- 
(l]benzopyrano{4 , 3-c] iaoxazol-7-yl) -N-mechyl-. rel- (»CI) (CA INDEX HAMB) 

Relative stereocheniscry. 
Double bond geometry «■ shorn. 




RN 612075-56-6 CAPLUS 

CN CyclopropanecarboxyJic acid. 2- t fOfi , 3aS) -3 - IM - [ <aE) -3 - (4- f luoi ophenyl) -a- 
mechyl - 2-propenyl ) - 1-piperazinyl ) methyl ) -3a, 4 -dihydro-SH- 
IDbetizopyranoll , 3-c] isoxaEOl-7-yl]methylainlno1echyl ester, rel- Oci) 
(CA INDEX NAME) 

Relative BCereochemistry . 
Double bond geometry as shown. 




Pr-i 

RN 612075-58-8 CAPLUS 

CN 1,2-BthanediBnine, H> -cyclobutyl-N- [ (3R.3aS) -3- I (4- [ (2E) -3- (4- 

£luorophenyl) -2-niethyl-3-propenyl) -1-piperasinyl] methyl) -3a, 4-dihydro-3H- 
U]bensapyrano{4,3>cllsoxasol-7-yl}-N-methyl-, rel- (9CXI (CA INDEX KANE) 

Relative stereochenistry. 
Double bond geometry as shown. 



Erich Leese 





RN 612075-59-9 CAPLUS 

CN 2-Butenamide, N- [(3R,3aS)-3- 1(4- [(2E)-3- (4- fluorophenyl) -2-(ncthyi -2- 
propenyl] -l-piperasinyllinethyll «3a,4''dihydro-8-inethoxy>3H- 
(l]bentopyrano(4,3-c] isoxazol-T-yl] rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 

Double bond geometry as described by E or Z. 



RN 612075-61-3 CAPLUS 

CM Butanamide. N- H3R,3as)-3- (14- ( (2E) -3- (4 - fluorophenyl ) -2-niethyl -2- 
propenyl] -l-piperaztnyll methyl 3 -3a,4-dihydro-a-methoxy-3H- 
(l]benzopyrano(4,3-c)isoxazol-7-yl] -2-methyI-. rel- OCI) (CA INDEX name) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN Sia075-S2-4 CAPLUS 

CN Cyclobutanecsrboxanide. N- ( (3R,3BS) -3- ( [4- I (2B) -3- (4-£luorophenyl) -a 
methyl -2-propenyl) -l-piperaslnyll methyl] -3a, 4-dl hydro-8-methoxy-3H- 
[l}benzopyrsno[4, 3-c] lBOxazol-7-yll rel- (9CI) (CA IHDSX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612075-60-2 CAPLUS 

CN Pentanamide, H- ((3R, 3aS) -3- ( [4- ( (2E)-3- (4-fliiorophenyl) -2-iiiethyl-2- 
propenyl] -1-piperazinyl) methyl I -3a, 4-dihydro-B-methoxy-^F(- 
(llbenzopyrano(4,3-c}l80xazol•7-yl] -2-methyl-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




612075-63-5 CAPLUS 

3H- (1] DenzopyrBno[4 , 3-cJ isoxazol-7-aiiiine. 3- t (4 - [{2E) - 3- (4 - fluorophenyl ) - 2- 
methyl • 2-propenyl] -1-plperazinyI) methyl! -38,4 -dihydro- I -methoxy-N- (2- 
methylpropyl)-, (3R,3aS) -rel- (9CI) (CA INDEX NAME) 



«12/04/20O7> 



<12/04/2D07> 



Relative atereochemistry. 
Double bond geometry as shown. 




RN 612075-64-6 CAPLUS 

CN Butanoic acid, 3 , 3 -dimethyl- . 2- ([ (3R, 3aS) -3- ( [4 • ( (2E» -3- <4 -f luorophenyl) • 
2 •methyl •2-propenyl] -l>piperazinyl]methyll -3a,4-dlhydro'3H- 
[1] benzo(>yrBno[4 , 3-c] isoxaEol-7-yl]methylanlno]ethyl escer, rel- (9CI) 
{CA INDEX NAMS> 

Relative scereochemistry , 
Double bond goomecry as shown. 




RN eizoTs-eso caplus 

CN 1, 2-EChanedi8tnine, N' - (cyclopropylmethyl ) -N- I (3R,3aS) -3- 1 14 - [ (2E) -3 - <4- 
f luorophenyl ) - 2-methyl - 2 -propenyl 1 - 1 -piperazinyllmechyl] -38. 4 'dihydro-3H<- 
[llbenzopyrano{4,3-cJi30xazol-7-yll -N-methyl-r rel- (SCI) (CA INDEX HAW 

Relative stereochemiscry . 
Double bond geometry as shown, 



<12/04/Z007> 



Erich Leese 




RN 612075-66-8 CAPLUS 

CN 2-Propanol, 1- 1 12- ( [(3R,3aS) -3- 1 [4- l(2B)-3- (4-Cluorophenyl} •2'tnethyl-2» 
propcnyll - 1-piperazinyllnethyl] -Sa, 4-dihydro-3H- [l|benzopyrano(4, 3- 
c] isoxazol -7-yl)methylBmino] ethyl] aniino3 - . rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




«1207S-67-9 

1,3-Bchanediamine, N* • (1. 1-dimethylpropyl) -N- ( <3R.3aS) -3- I (4- I (aE) -3- C4- 
fluorophenyl) -a-methyl-a-propenyl} -I'^piperazlnyljiiietbyl} -3a,4-dihydro-3H- 



Erich i>eeae 



10/S13699 

{l]benzopyranol4,3-c)isoxazol-7-yl|-N-methyl-, rel- (9CI} (CA INDEX NAME) 

Relative scereochemistry . 
Double bond geometry as shown. 



PAGE 1-A 




EC 



RN 61207S-6B-0 CAPLUS 

CN 1,2-Ethanediamine. N- [(3R,3aS)-3- [I4- { (3E> -S- (4 • (luorophenyl) -a-mechyl-a- 
propenyl) -l-piperasinyllmethyl] -Sa. 4-dihydro-3H- [l)benzopyrano[4,3- 
c) iBOxazol-7-yl)-N,N'-dimethyl-N<-2-propenyl-. rel* (9CI) (CA INDEX NAME) 

Relative scereochemiatry , 
Double bond geometry as shown. 



PA9E 1-A 

Me 

I 




RN 612075-«9-l CAPLUS 

CN i.2-Bthanediamine. N- (i, i-dimethylethylt -N- - [(3R,3aS) -3- I [4-1 (as) -3- (4- 



cl2/04/2007> Erich Leese 



10/513699 

f luorophenyl) -2-methyl-2-propenyl} -l-piperazinyI]Bechyll -3a,4-dihydro-3H- 
[l)benzopyrano(4,^-c) i80xazol-7-yl| -N.N' -dimethyl-, rel- (9CI} (CA INDEX 

NAME} 

Relative stereochemistry . 
Double bond geometry as shown. 



PAGE 1-A 

Me 

I 




H 



PAGE 1-B 



^Bu-t 



RN 6ia07S-70-4 CAPLUS 

CN 3H- (l)BensopyrBno[4.3-cli80xasEoI-7-aMlne. M- (a- (l-azetldlnyl)ethyl) -3- [ [4 
I (2B) -3- (4 -f luorophenyl) -2-mechyl-2-propenyll -l-piperazinyDmetliyll -3a, 4- 
dihydro-N-methyl-, (3R. 3aS} -rel- (9CI> (CA ZKDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 




PAGB 1-B 



<l3/04/20D7> Erich Leese 



10/513699 
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RM 61ZD7S-71-S CAPLiUS 

CN Urea. N- ( <3R. 3aS) - s- ( U - { (2B) - 3- (4<fluorophen/l) - 2-niethyl-3-propenyl) - 
piperazinyl)mechylI-3a.4-dihydrO'8-niethoxy-3tl- U] benzopyrano[4 ,3- 
c] isoxazol- 7 -yl] -N' -phenyl-, rel- (9CI) (CA INDBX NAME) 

Relative acereochemiscry. 
Double bond geometry as shown. 




RN 612075-72-6 CAPLUS 

CM 3H- (l)Benzopyrano[4.3-c] isoxazole, 3- ( [4- l (2E) -3- (4 -f luorophenyl) -2-llu;thyl- 
2-propenrl] -l-piperazlnyl]methyll-7- <hexahydro-lH-azepin-l-yl)'3a,4- 
dihydro-, <3R,3eS> -rel- <9CI) (CA INDEX NAME) 

Relative stereochemiscry . 
Double bond geometry as shown. 




HN 612075-73-7 CAPLUS 

CN 3H- [llBenzopyrBno[4,3-c]i80xazoI-7-ainlne, 3- [I4'> [ (2E> -3- (4 -f luorophenyl) - 3- 
methyl-a-propenyl) -I'piperazinyl] methyl) -3a. 4-dihydro-a-methoxy-N- [O- 
methylcyclopropynaechyl] -. (3R, 3aS} -rel- <»CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 612075-74-8 CAPLUS 

CN Carbamic acid, (l-methylpropyl) - , 2- [ f (3R, 3aS) -3 - 1 [4 - I (2E) -3- (4 - 

fluorophenyl)-2-(nethyl-2-pr opcny 1 ] - 1 - p i pera z iny 1 ) me thyl ] - 3 a , 4 - di hydro - 3 H - 
[lJben20pyrano[4, 3-c] iB0xazol-7-yl)inethylamino]ethyl ester, rel- (9CU 

tCA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




612075-75-9 CAPLUS 

3H- {11 Benzopyranot4, 3-C] isox«xol-7-aain«, 3- C [4- C (3B) -3- (4-f luorophenyl) -2 
methyl -> 2«propeny 1 1 - 1-piperazlnyl ) methyl 1 • 3a , 4 -dihydro- S -methoxy-H- 1(1- 
methylcyclopropyDmethyll-, OR. 3aS] -rel- (9CI) (CA INDEX NAME) 



Erich Leese 



<l2/04/2007> 



Relative stereochemistry. 
Double bond geometry as shown. 




10/513699 

OR, 3aS) -rel- 



(CA INDEX NAME) 



Relative stereochemistry. 
Double bond geometry as stiown. 




RN 612075-76-0 CAPLUS 

CN 3H- [llBenzopyrano[4.3-c] i80xazol-7-amine. 3- [ [4- ( (2B) -3- (4-fluorophenyl) •^- 
methyl-2-propenyl] -l-piperazinyl|methyl}-3a,4-dihydro-N- (l-nethylethyl) 
(3R.3aS) -rel- (9CI) (CA index NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 61207B-77-1 CAPLUS 

CN 3H- [11 Benzopyrano l4 , 3-c] i3oxaiol-7-amine, N- (cyclopropylmethyl) -3- 1 1«- 

{ (2B) -3- U-f luorophenyl) -2-(nethyl-2-propenyl) -l-plperazinyl] methyl) -3a. 4- 
di hydro-, (3R. 3aS} -rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




612075-78-2 CAPLUS 

3H- [11 Benzopyrano (4, 3-c]isoxazol-7-ainine. 3- |[4- ((2E)-3- (4-f luorophenyl) -3 - 
methyl- 3 -propenyl) -l-pipera&lnyl]methyl)-3a.4-dihydro-N- (1-roethylpropyl) 



RN 612075-79-3 CAPLUS 

CN 2-Propanol. 1- 1 1 (3R. 3a9) -3- I (4- ( (2E) -3- (4-nuorophenyl) -2-nethyl-3- 
propenyl) -1-piperazinyl] methyll -3a. 4-dlhydTo-3H- [ 1] benzopyrano [4,3- 
c) iaoxazol-7-yl) amino] rel- {9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 61207S-SO-6 CAPLUS 

CN 3H- [l]Benzopyranol4,3-c]isoxBzol-7-amine. 3- [[4- [ (2B) -3- (4-f luorophenyl) -2 
methyl -3 -propenyl] -l-piperazinyll methyl} -3a.4-dihydro-N-peotyl-. 
(3R,3aS)-rel- (9CX) (CA INDEX NAMB) 

Relative stereochenistry. 
Double bond geometry as shown. 




AN 612075-S1-7 CAPLUS 



<12/04/2007» 



Erich Leese 



10/513699 



10/513«99 



CN 1-Propanol, 2 - ( [ OR, 3aS) -3- I [4- t (2B) - 3- (4-fluorophenyl) -2-niethyl-2- 
propenyll -l-piperazlnyl]aiethyl) -3B,4-dihydro-3ll- til benzopyranol4 , 3 - 
c] lsoxazol-7-yl]aminoI rel- (9CI) tCA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



612075-82-8 CAPLUS 

3H. Ul BenzopyranoH ,3-cl iooxazole, 1- ( 3 , 6 -dlhydro-l {2H} -pyridinyl) -3- | [4- 
-fluorophenyl) -2 -methyl -2 -propenyll -i-piperazlnyll methyl) -3a, 4- 



(3R, 3aSl -rel- 



Relative stereochemistry. 
Double bond geometry as shown. 



(CA INDEX NAffE) 




,RN 612075-83-9 CAPLUS 

CN 3H- [ilBenzopyrano 14, 3-cl iaoxasole, 3- ( [4- I (2E) -3- (4 -f luorophenyl) -2-w 
2-propenyl 1 - l-piperazinyl] methyl 1 -3 a, 4-dihydro-7- (1-plperazinyl) ■ , 
(3R, 3aS) -rel- (9CI) <CA INDEX NAME) 

Relative Btereochemistry , 
Double bond geometry as ahown. 




RN 612075-14-0 CAPLUS 

CN Ur ea , [ ( 3 R , 3 as) - 3 • I [4 • [ ( 2B) - 3 - (4 - f luoropheny 1 ) - 2 -methyl - 2 - propeny 1 1 - 1 - 
piperazinyl)aethyll-3a,4-dihydro-3H- [llbenzopyrano(4. 3-c] isoxazol-'r-yl) - 

rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 61207S-85-1 CAPLUS 

CN Cyclopropanecarboxamide. N- l(3R.3aS) -3- ( |4- { (2E> - 3 - (4 - f luoropheny!) -2- 
fnethyl-2-propenylI-l-piperazinyl]methyl]-3a,4-di hydro - 3 H r 
[llbenzopyranol4,3-c]isoxazol-7-yll-, rel- OCX) (CA INDEX NAHE) 

Relative stereochenistry. 
Double bond geometry as shown. 




Erich Leese 



612075-96-2 CAPLUS 

2-Pyrrolidinone, 1- ( (3R,3aS) -3- [ (4- [ (2B)-3- (4-fluorophenyl) -2-iKthyl-2- 
propenyll - l-plperazinyllmethyll -3a, 4-ditaydro-3H- (l]benzopyrano(4,3- 
c]isoxazol-7-yl)- 3 -methyl-, rel- (9C1) (CA INDEX HKMSi 



Relative scereochemiscry . 
Double bond geometry as shown. 




RN 612075-87-3 CAPLUS 

CN 1,2-Bthnnediamine, N- (<3S,3aR) -3a, -l-dihydro-B-methaxy-s- ( [4- ( [{iR,2S)-2- 
pheny Icyclopropy 11 methyl 1 - 1 -piper azinyl ) methyl] -3H- [11 benzopyrano [4 , 3- 
cl iaoxazol-7-yl) -N.N'.N'-trimethyl-. rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 612075-88-4 CAPLUS 

CN 1,2-Ethanediamine, N- ( (3R, 3a5) -3a, 4 •dihydro-3- ( (4- ( (2E) - 2-methyl -3 -phenyl - 
2-propenyl J -l-pipera liny I Imethyl) -3H- [1) benzopyrano (4 . 3-e] isoxazol-7-yl] - 
N,N' ,N'-trimethyl-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Me 1^1 




RL: RCT (Reactanc) ; SPN (Synthetic preparation),- PREP (Preparation),- RACT 
(Reactant or reagent) 

(intermediate; preparation of isoxazoline derivs. as antidepressants) 
RN 452319-29-8 CAPLOS 

CN 3H- tU Benzopyrano (4, 3 -c] isoxazole. 7- fluoro-3a, 4 -dihydro-3- ( [4- ( (2E) -2- 
methyl -3 -phenyl -2-propenyl ) -l-piperazinyl) methyl] (3R, 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




IT 453319-78-7 61207S-96-4 612075-97-5 

612075-98-6 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of isoxazoline derivs. as antidepressants) 
RN 452319-78-7 CAPLUS 

CN 3H- (X) Benzopyrano (4, 3 -c] isoxazole. 8-bronio-3a. 4-dihydro-3 - { (4- [(2E) -3- 

phenyl-2-propenyl) -l-piperazinyl]methyl) -, (3R, 3aS} -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 612075-96-4 CAPLUS 

CN 3H- (1] Benzopyrano (4, 3-c] isoxazole. 7-bromo-3- ( (4- [ (2E) -3- (4-f luorophenyl) - 
2-methyl-2-propenyl) -l-piperazinyl|methyl) -3a, 4-dihydro- , (3R, 3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry , 
Double bond geometry as shown. 



IT 4S2319-29-SP 
<12/04/2007> 



Erich Leese 



<12/04/3D07> 



Erich Leese 



1D/S13699 
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RN 61207S-9T-5 CAPLUS 

CN carbamlc acid, [ (3R. 3aS) •3a,4-dihydro-C-met:hoxy>3- [ C4> [ (3B) -3>methyl-3- 

phenyl-2-propenyl] -l-piperazinyllnechyl] -3H- [1] benzopyranol4 , 3-c] iooxazol- 
l-yj)-. X.l -dimethyl ethyl ester, rei- I9CI) «CA INDEX NAME) 

Relative scereochemistry. 
Double bond geometry as ahown. 



-OBu-t 




RN 613075>9S-6 CAPLUS 

CN 3H- [1] Benzopyranol4 , 3<c] Isoxazole. 7-broino-3a, 4 -dihydro-8-tnet:hoxy-3- I [4- 
I I3E} -2-<nethyi-3-phenyl-2-propenyX) -1-piperasinyl JmethylJ (3R,3aR) -rel- 
(9CI) <CA INOBX NAME) 

Relative acereochemistry. 
Double bond geometry as shown. 
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L7 ANSWER 12 OF 14 CAPLUS COPYRIOHT 3007 ACS on STN 
ACCESSION NUMBER: 2003:535065 CAPLUS 

DOCUMENT NUMBER: 139:292184 



Ulbenzopyrano [4. 3-c] isoxazoles as novel dual 5-HT re-uptakc inhibitors 
and <i2 -adrenoceptor antagonists is described. Their affinity at the 
three different human a2 -adrenoceptor subtypes nnd the S-HT 
transporter site is reported. The in vivo activity of the compds. was 
measured in two different assays: (!) inhibition of pCA- induced 
excitation, which evaluates the ability to blocK the central 5-HT 
transporter, and <2) inhibition of xylazine- Induced loss of righting, 
which evaluates the ability to block central cx2 -adrenoceptors . 
Compds. thus prepared included (3R,3b8) -rel-3a,4-dihydro-3- C (4- ((aB)-3- 
phenyl-2-propenyl)-i-piperazinyllnethyl] -3H- (l]benzopyrano{4. 3- 
c) isoxazole. (3R, 3a8) -rel- (-> -3a, 4-dihydro-S-methoxy-3- { I4- { (2B) -3-phenyl- 

2- propenyl) -l-piperazinyl) methyl J -3H- U) benzopyrano (4 . 3 -c] isoxazole, 

(3R, 3as) -rel- (♦> - 3a , 4 -dihydro-e-inethoxy-3- I (4- I (2B) -3-phenyl-a-propanyl) -l- 
piperazinyl) methyl) -3H- [i] benzopyrano l4 , 3-c] isoxasole and derive, thereof. 
IT 4S2313-36-9P 4S2313-43-eP 452313-S4-1P 
4S2313-S6-3P 452313-77-SP 4S2314-18-0P 
453316-09-5P 4S2316<1S-3P 452316-21-lP 
452316-33-5P 4S2316-36-8P 453316-66-4P 
452316-84-6? 4S231B-20-6P 452318-24-OP 
452318-26-2P 4S2318-93-3P 452318-95-5P 
4S2318-97-7P 4S2319-2S-4P 452319-35-6P 
4S2320-01-3P 60ei46-10-7P 608146-11-BP 
60ei46-12-9P 60ei46-13-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation of dihydro[l]benzapyrano(4,3-c]isoxazoles and their activity i 
5-HT uptake inhibitors and a2 -adrenoceptor antagonists (potential 
antidepressants) ) 
RN 4S2313-36<9 CAPLUS 

CN 3H- [ 11 Benzopyrano (4. 3-C] isoxazole, 3a,4-dihydro-7, 8-dlnetlu>xy-3- [ 14- [{2B)- 

3- phenyl-2-propen-l-yl]-i-plperazinyl)mechyl)-, OR.sas) -rel- (CA INDBX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 452313-43-8 CAPLUS 

CN 3H- (l]Bensopyrano{4, 3 -c] isoxazole, 3a,4-dihydro-7,a-dimethoxy-3- I[4-(6- 
quinolinylmethyl>-l-piperasinyl]methyl)-, (3R. 3aS> -rel - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



Rotation (-} . Absolute stereochemistry unknown. 
Double bond geometry as shown. 




4 52 3 13 - 77 -S CAPLUS 

3K- (1} Benzopyrano [4, 3-C] isoxazole, 
naphthalenylmethyl)-l-piperazinyl]z 



38,4-dihydro-7. 8-dinethoxy-3- { (4- (3- 
!thyl]-, (3R,3aS)-rel- (9CZ} (CA li 




Relative stereochemistry. 



RN 4 52313-54-1 CAPLUS 

CN 3H- |i] Benzopyrano (4. 3 -c] isoxazole, 3a. 4 -dihydro-7, e-dimethoxy-3- I (4- I (2E) - 
3-phenyl-2-propenyl) -l-piperazinyDmethyl) - , (3R, 3aS) -rel- {+) - (9Cr) (CA 

INDEX NAME) 

Rotacion (♦) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 




RN 452313-56-3 CAPLUS 

CN 3H- (II Benzopyrano 14, 3-c) isoxazole, 3a, 4 -dihydro-7, 8-dimethoxy-3- tt4-t(2E)- 
3-phenyl-2-propenyl) -l-piperazinyl]methyl] - , (3R, 3aS) -rel- (-) - (9CI) (CA 
INDEX NAME) 




RN 4 52314-18-0 CAPLUS 

CN 3H- tl) Benzopyrano 14, 3 -cj isoxazole, 3a, 4-dihydrQ-7, 8-diraethoxy-3- [ [4- 

(phenylmethyl) -l-piperazinyl)methyl) (3R, 3aS) -rel - (9CI) (CA INDBX 
NAME) 

Relative stereochemistry. 




4 52316-09-5 CAPLUS 

3H- (1) Benzopyrano (4, 3 -c) isoxazole. 3- tt4- (benzoIblthien-S-ylmethyD-t- 
piperazinyDmethyl] -3a,4-dihydro-7,8-dinethoxy-. (3R,3aS)-rel- (9CZ) (CA 



10/S13699 

INDEX NAME) 
Relative stereochemistry. 



OMe 




H 



RN 452316-1S-3 CAPLUS 

CN 3H- (DBenzopyranoH ,3-c) Isoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- t (4- <3- 

quinoHnylmethyl) -l-piperaainyUmethyll I3R. 3aS> -rel- <»CI) (CA INDEX 

NAME) 

Relative stereochemistry. 



OMe 




RN 4S231S-21-1 CAPLUS 

CN 3H- [l)Benzopyranol4,3-c]lBOxazole, 3a.4-dlhydro-7, «-diinethoxy«3- [ (4* (2- 

phenylethyl>-l-piperazinyl)mechytl -, (3R, 3aS} -rel- (9CI> (CA indbx name} 

Relative stereochemistry. 




RN 452316-33-5 CAPLUS 

CN 3H- n 1 Denzopyrano(4 , 3 -cl isoxazole, 3a, 4 -dihydro-7, S-dimethoxy-J- 1(4- (3 - 

phenylpropyl) -l-piperasinyl] methyl] (3R, 3aS) -rel- tSCI) (CA INDEX NAME) 



el2/04/2007> Brich Iieeae 



10/513699 



Relative stereochemistry. 




H 



RN 452316-36-8 CAPLUS 

CN 3H- [l]Benzopyrano(4 , 3-c) isoxazole, 3a,4-dihydro-3- [ (4- (lH-inden-2- 

ylmethyl) -l-piperazinyDmethyl} -7, 8-dimethoxy-, OR, 3aS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



RN 452316-66-4 CAPLUS 

CN 1-Propanone, 3- [4- t [ OR,3as} -3a,4-dihydro-7,8-dimethoxy-3H- 
l^]benzopyrano(4, 3-c] iaoxazol-3-ylImethyll -l-piperazinyl] -1-phenyl-. rel- 
{9CI) (CA INDEX NAME) 

Relative stereochenistry. 



OMe 




CN 3H- (DBenzopyrano (4, 3-C) isoxazole, 3a,4-dihydro-7, s-dimethoxy-S- [(4- [(2Z) - 
3-phenyl-2-propenyl) -l-piperazinyl]methyll (3R.3bS} -rel- (9CI> (CA 



<12/04/2007> Brich Leese 



10/513699 

INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




.OMe 



H 



RN 462318-20-6 CAPLUS 

CN 3H- 111 Benzopyrano[4 , 3-c) isoxazole, 3a, 4 -dihydro- 7 , e-dimethoxy-3 - [(4- [(2B)- 
2-methyl-3-phenyl-2-propenyl] - 1-piperazinyl] methyl] - , (3R, 3aS) -rel- ( + ) - 
(9CI) (CA INDEX NAME) 

Rotation {*) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 



OMe 




H 



RN 4S2318-24-0 CAPLUS 

CN 3H- (1) Benzopyrano[4,3-c} Isoxazole, 3a.4-dihydro-7, a-dimethoxy-3- [ [4- [(2E}- 
2-methyl-3-phenyl-2-propenyl] -l-piperazinyllmethyll -, OR, 3aS) -rel- (-) - 
(9CI) (CA INDEX NAME) 

Rotation (-) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 



OMe 




iO/513699 

RK 452318-26-2 CAPLUS 

CN 3H- (1} aenzopyrano(4 , 3-c] isoxazole, 3a,4-dihydro-7,B-dimethoxy-3- [ 14- [ (2E) - 
2-mechyl.3-phenyl-2-propen-l-yl] - l-plperazinyl] methyl} - , OR, 3aS) -rel- 
ICA INDBX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




RN 4523ia-»3>3 CAPLUS 

CN 3H-(l]Benzopyrano[4,3-c)isoxasole, 3a,4-dibydro-7,8-diiiiettioxy-3- ( (4- ( (3E) - 
3-phenyl-2-butenyl1 -l-piperazlnyllmethyl)-, OR,3aS)-rel- (9C1) (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




CN 3H- (1] Benzopyrano{4 ,3-c] isoxazole. 3a,4-dihydro-7, B-dimethoxy-3- [ (4- [ (2B} - 
3-phenyl-2-butenyl}-l-piperazinyl]nethyl] (3R,3as) -rel- («) - (9CI) (CA 
XMOBX NAME) 

Rotation {*) . Absolute stereoeheraistry unknown. 
Double bond geometry as shown. 
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RN CAPMI3 

CN 3H- {l|BenzopyrBno[4,3-c)isoxazole, 3a, 4*dlhydro-7, a-dinethoxy-3- ( [4- [(2B)- 
3 -phenyl-2-butenyl] -l-piperazinyllmethyl) - , OR, 3a8) -rel» (-> - (9CI) (CA 

INDEX NAME) 

Rotation (-1 . Absolute atereochemiBtry unknown. 
Double bond geometry aa shorn. 



OMe 




RN 452319-25-4 CAPL.US 

CN 3H' til Benzopyrano[4, 3-cJ isoxazole, 3a, 4-dihydro-3 - ( (4- ( (2E) -3-phenyl-2- 
propenyll -l-piperazinyl)methyll-, 13B, 3aS} -rel- (SCI) {CA INDEX NAME) 

Relative scereochemistry. 
Double bon() geometry as ahown. 




H 



RN 452319-35-6 CAPLUS 

CN 3H- [1] Benjopyrano 14 , 3-c) iaoxasole, 3a,4-dihydro-7-methoxy'3- 1 14- ( (2B) -3- 

phenyl-2-propenyl] -l-piperazinyllmethyl] (3R, 3aS) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> Brich Leese 
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RN 452330-01-3 CAPLUS 

CN 3H- [1) Bensopyrano[4 .3-c) isoxarole. 3a,4 -dlhydro-a-nethoxy-a" ( U- [ (2B) -3- 

phenyl-2-propenylJ-l-piperazinyl)methylI-, (3R. 3aS) -rel- (9C1) (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry as ahown. 




RN 608146-10-7 CAPLUS 

CN 3H- [llBenzapyranol4.3-cliBOMiBOle, 3- t (4- (bcnzo(b}thien-2-ylnethyl) -1> 

piperazlnyl)methylJ-3a,4-dihydro-7,8-dimethoxy-. (3R, 3aS} -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




H 



RN 608146-11-8 CAPLUS 

CN 3H- {!] Benzopyrano(4 ,3-c1 isoxazole, 3a,4 -ditaydro-7, a-dimethoxy-3- ( [4- <1- 

naphchalenylmethyl) -l-piperaslnylj methyl) -, (3R,3«S) -rel- <9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 



<i3/04/30D7> Erich Leese 
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CN 3H- 111 Benzopyranof4 ,3-c] Isoxazole, 3a, 4-dihydro-7, e-dimethoxy-3- [(4- (2- 

naphtfialenylmethyl) -l-piperazinyljnethyll -. (3R, 3aS} -rel- <-) - (9CI) (CA 
INDEX NAME) 

Rotation (-). Absolute stereochemistry unknown. 

OMe 




OMe 



H 



RN 608146-13-0 CAPLUS 

CN 3H- (1] Ben zopyranol 4. 3-c) isoxazole, 3a,4-dihydro-7, s-dimethoxy-3- { {4- (2- 
naphthalenylmethyl) -l-piparasinyl] methyl] (3R, 3aS) -rel- (<■> - (9CX) (CA 
INDEX NAME) 

Rotation {*) . Absolute stereochemiscry UR)unown. 



OMe 




10/513699 

S-HT uptake inhibitors and a3 -adrenoceptor antagonists (potential 
antidepressants) > 
RM 452321-75-4 CAPLUS 

CN 3H- {l]Benzopyrano[4,3-c] isoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- (l- 
piperazinylmethyl)-. (3R, 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



RN 453321-a2-3 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4 - [ ( <3R, 3a8) -3a.4-dihydro-7, 8-dimethoxy-3H- 

tl)benxopyrano[4.3-c]i80xazol-3-yl)methyll -. 1, 1-dimethylethyl ester, rel- 
(9CI) (CA INDBX NAME) 

Relative stereocheaiistry. 



OMe 




RN 452331-89-0 CAPLUS 

CN PhosphoniuM, I2- (4- { tOR.SaS} -3a,4-dihydro-7, 8-dimethoxy-3H- 

t Dbenzopyrano (4. 3-c) isoxazol -3 -yl] methyl! -1-piperazinyl] ethyl) triphenyl-, 
bromide, rel- (9CI) (CA INDBX name) 

Relative stereochemistry. 



IT 4S232X-75-4P 452321-82-3P 452321-89-OP 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RAcr 
(Reactant or reagent] 

(preparation of dihydro[l)benzopyrano(4 , 3-c) Isoxazoles and their activity as 
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Title compds. i [wherein X • CH2, m7, 8 or O; R7 > H, (un) substituted 
alkyl, Ph, Ph alkyl, etc./ Rl and R3 independently - H, OH, CN, halo. 
0S02H. (un) substituted Ph, phenylalkyl. alkoxy, etc.; or Rl and R2 may be 
taken together to form a bivalent radical selected from -CH2CH20-, 



-OCH2CH2-. -OCH20-, -CH20CH2- and -OCH2CH20- ; m - 1-4; Y - (un> Bubstltiited 
piper idyl or piperazyl radical and R3 represents an <un) substituted aromatic 
homocyclic or heterocyclic ring system including a partially or completely 
hydrogenated hydrocarbon chain of maximum 6 atoms long with which the ring 
system is attached to the Y radical and which nay contain one or more 
heteroatoffls selected from the group of o, N and s] , a process for their 
preparation, pharmaceutical compna. comprising them and their use aa a medicim 
for treating anxiety disorders and disorders of body weight are disclosed. 
Thus, II was prepared in 60» yield by reaction of III with 

N- (3-phenyl-2-propenyl) -piperazine . Ill was prepared by substitution of Me 
4-bromo-2-butenoate with 2-hydroxy-4 , 5-dimethoxybenzaldehyde with 
subsequent condensation with hydroxyl amine, cyclization, reduction and 
sulfonation with methanesulfonyl chloride. The compds. according to the 
invention have surprisingly been shown to have a serotonin (S-HT) reuptake 
inhibitor activity in combination with addnl . <ji2 -adrenoceptor 
antagonist activity and show a strong anti-depressant activity without 
being sedative. I produced an inhibition at the hu2A site (but 
often also at the huzB and h(22c sites) and simultaneously at 
the 5-HT transporter site of more than 50* (picso) at a test concentration 
ranging between l0-6 M and l0-9 M in a concentration dependent manner. The 
invention also relates to novel combination of substituted isoxazolinea 
derivB. having anti-depressant activity and/or anxiolytic activity and/or 
body weight control activity with antidepressants, anxiolytics and/ or 
antipsychotics to improve efficacy and/or onset of action. 

IT 4S3331-75-4P 4S2321-82-3P 452321-85-6? 
452321-87-flP 452321-89-0? 452321-91-4P 
452321-93-6P 452321-95-8? 4S2321-97-0P 

452321- 99-2P 4&2322-19-9P 4S2322-21-3P 

452322- 23-5P 452323-29-lP 4S2322-30-4P 

RL: RCT (Reactant) r SPH (Synthetic preparation},- PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation and pharmaceutical activity of substituted 
isoxazolinea as ant i -depressants > 
RN 452321-75-4 CAPLUS 

CN 3H- ID Benzopyrano [4 , 3 -c] isoxazole, 3a, 4 -dihydro-7, e-dimethoxy-3- (l- 
piperazinylmethyl)-, (3R,3aS) -rel- (9CI} (CA INDEX NAMEI 

Relative stereochemistry. 




RN 453321-82-3 CAPLUS 

CN 1-Piperazinecarboxylic acid, 4- ( [ (3R,3aS) •3a,4-dlhydro-7, 8-dimeth0XY-3H- 

{llbenzopyranoC4.3-c)isoxasol-3-yl]methyi)-, i, i-dinethylethyl ester, rel- 

(9CI) (CA INDEX NAME) 
Relative stereochemistry. 




RN 452321-65-6 CAPLUS 

CN 2-Propanone, 1- [4- I [ (3R, 3as) -3b,4 -dihydro-7, 8-diraethoxy-3H- 
lU benzopyrano [4 . 3-c] i80xazol-3-ylIraethyl] -1-piperazinyll 
(CA INDEX NAME) 

Relative stereochemistry. 




RN 452321-87-8 CAPLUS 

CN Piperazine, 1- 1 t (3R, 3aS) -3a,4-dihydro-7, B-dimethoxy-3H- [ l] benzopyrano (4,3 • 
c)isoxazol-3-yl)methyl)-4- { (3.4-dihydro-3-naphthalenyl)carbonyll - , rel- 
(9CI) <CA INDEX NAME) 

Relative stereochemistry. 




RN 452321-89-0 CAPLUS 

CN Phosphonium. [2- (4 - ( { (3R, 3aS) -3a, 4 -dihydro-7. 8-diiiiethoxy-3H- 

tl) benzopyrano [4 , 3-c] isoxazol - 3 -yljmethyll -1-piperazinyll ethyl Itriphenyl- 
bromide, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



<12/a4/2007> 



Erich Leeae 



<13/O4/2O07> 



10/S13699 



10/513699 




RN 452321-91-4 CAPLU3 

CN Piperazine. l- ( [ (3R, 3aS) -3a.4-dihydro-7,8-diDethoxy-3H- {lIben20pvrano(4,^- 
cIi■oxa^ol-^-yl]lnethyl^-4- O-lodo-2-inechyl-i-oxo-a-propenyl)-. rel- (9CI» 
(CA IND8X NAMB) 

Relative stereochemlacry. 
Double boad geometry unknown. 



RN 452321-93-6 CAPLUS 

CN 3H- (l]Ben20pyrano(4,3-c} isoxazole, 3a.4-dihydro-3- ( (4- (3-iodo-2-mekhyl-2- 
propenyl>-i>piperazinyl)nethyl]-7,B-<linethoxy-. OR.SaS) -rel- (SCI) (CA 

INDEX KAMB) 

Relative acereocheniistry. 
Double bond geometry unluiown. 




RN 453321-9S-8 CAPLUS 

CN l-Piperaxineethanol, 4- [ (<3R, 9aS) -3b, 4-dihydro-7. s-diiMthoxy-3H- 
tllbenzopyranoI4.3-c]iaoxazol-3-yllmethyII- u-metttyl-. rel- (9CI) 
(CA ZNDBX NAME) 

Relative atereocheinistry. 




RN 452321-97-0 CAPLU9 

CN 1,2 -Propanediol, 3-(4- ( ( (3R, 3aS) -3a, 4-dihydro-7, B-diinettioxy-3H- 

[llbenzopyrano (4. 3-c]isoxazol-3-yl] methyl) -l-piperazinyl]-, rel- (9CI) 
(CA INDBX NAMB) 

Relative stereochemistry. 




RK 4S2321-99-3 CAPLUS 

CN 1-Piperazineacetaldehyde, 4- |({3R,3aS)-3a,4-dihydro-7,a-diraethoxy-3H- 

ll]benzopyranol4,3-c]i80xazol-3-yllfflethyl]-, rel- Oci) (CA INDEX NAMB) 

Relative stereochemistry. 




10/513699 

RN 452322-19-9 CAPLUS 

CN l-Piperazinecarboxylic acid, 4 - 1 1 (3R, 3aR} -3 , 3a. 4 , S-tetrahydro-7, e- 
dimethoxy-S- (trifluoroacetyl) lsoxasolo(4, 3- c]quinolin-3-yl] methyl] 
1, 1-dimethylethyl ester, rel- <9CI) (CA INDBX NamS) 

Relative stereochemistry. 




O 



RN 4 S2 3 22-21- 3 CAPLUS 

CN 1-PiperasinecarboxyIic acid, 4- [ ( OR, 3aR) -3 , 3a,4 , 5-cetrahydro»7, a- 

diraethoxylsoxazolo [4.3 -clquinolin- 3 -yl ) methyl 1 - , 1 . 1- dimethyl ethyl ester, 
rel- (9CIt (CA INDBX NAMB) 

■ Relative stereochemistry. 



OMe 




H 



RN 452322-23-5 CAPLUS 

CN Isoxaaolo 14 , 3 -cl quinoline, 3,3a,4, 5-tetrahydro-7, 8-dimethoxy-3- (1- 
piperazinylmethyl) -, (3R, 3aR) -rel- (9CI) (CA INDBX NAMB) 

Relative stereochemistry. 




«;12/04/2007> Erich Leese 



10/513699 

RN 452322-29-1 CAPLUS 

CM 1- Piper idinecarboxy lie acid, 4- ( [ ( t (3R, 3aS} -3a, 4-dihydro-7. 8-dimethoxy-3H- 
(1] benzopyrano [4 , 3-c] isoxazol-3-yl] methyl] amino) methyl] - . 
1,1-dimethylethyl ester, rel- (9CX) (CA INDBX NAME) 

Relative stereochemistry. 




.OMe 



H 



RN 452322-30-4 CAPLUS 

CN 3H- {l]Benzopyrano[4. 3-c)isoxazole-3-methanamine, 3a,4-dihydro-7,8- 

dimethoxyH- (4-piperidinylmethyl) -. (3R,3aS) -rel- {9CX) (CA INDEX HAHE) 

Relative stereochemistry. 




H 



IT 452323-46-50, resin bound 

Rb: RCT (Reactant); RACT (Reactant or reagent) 

(preparation and pharmaceutical activity of substituted isoxazolines as 
ant i -depressants ) 
RN 452323-46-5 CAPLOS 

CN 3H- {1] Benzopyrano [4 , 3-c) isoxazole, 3- [ (4- [2- (diphenylphosphino) ethyl] -1- 

plperazinyl)methyl]-3a,4-dihydro-7,8-dimethoxy-. (3R« 3aS) -rel- (9CI) (CA 
INDEX NAMB) 

Relative stereochemistry. 



<l2/04/2007> Erich Leese 



10/513(99 



OMe 




H 



IT 452313-32-5P 452313-68-7P 452313-71-2P 
4S2313-B0OP 4S2313'82'SP 452316-7a-eP 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological Study); 
PREP (Preparation); USES (Uses) 

(target cocnpound; preparation and pharmaceutical activity of substituted 
isoxazolines as anti-depressants) 
RN 452313-32-5 CAPLUS 

CN 3H- [11 Benzopyrano (4 , 3-c] iaoxazole, 3a, 4 -di hydro- 7, 8 -diRiethoxy-3 • ( [4- I (3E) • 
3-phenyl-2-propenyl] •l-piperazinyDmethyl] - , dihydrochloride, 
OR.SaS) -rel- ( + } - (9CI) <CA INDEX HAMBl 

Rotation (♦). Absolute stereochemietry unknown. 
Double bond geooietry aa ihown. 



OMe 




• a Hci 

RN 4 52313-68-7 CAPLUS 

CN Isoxasolo (4 , 3-c] quinoline, 3, 3a, 4 , S-tetrahydro-7 , B -dimethoxy- 3 - ( [4- 1 (2B) -3- 
methyl -3 -phenyl -z-propen-l-yl I -l-plperazinyl) methyl 1 - , OR, 3aR) -rel- (♦> - 
<CA INDEX NAME) 

Rotation («). Absolute aCereochemiscry unluiown. 
Double bond geometry as shown. 



l.C/513699 
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RN 4S2313-71-3 CAPLUS 

CM Isoxazolo (4 , 3 -c] quinoline, 3, 3a, 4 , s-tetrahydro'7, e*dimetboxy-3- I [4* I {3B) -3' 
methyl -3 -phenyl -2 -propen- 1-yl J - 1 -piperazlnyl] methyl 1 - . (3S, 3aS) -rel- ( -) - 

(CA INDEX NAME) 

Rotation (-). Absolute stereochemistry un)uiown. 
Double bond geometry as ahown. 



OMe 




H 



RN 4S23 13-B0-3 CAPLUS 

CN 3H- (1] Benzopyrano(4 ,3-cJ isoxazole, 3a,4-dihydro-7,8-dimethoxy3- (14- (2- 
naphthalenylmethyl) -l-piperazinyl] methyl] dihydrochloride, 
(3R,3ast-rel-(«)- (9ci) (CA index name) 

Rotation t*) . Absolute atereochemietry un)uiown. 



OMe 




H 



• 2 HCI 



RN 4S2313-8a-& CAPLUS 



<i2/o4/2oa7> Erich Leese <i2/o4/aoo7> 



CN 3H- [11 Benzopyrano (4 , 3-c] isoxazole. 3a, 4 -dihydro-7, 8-dimethoxy-3- I (4- (3- 
naphthalenylmethyl) - 1 -piperazinyllmethyl] dihydrochloride. 
{3R. 3aS) -rel- (-> - (9CI) (CA INDEX NAME) 

Rotation (-}. Absolute stereochemiatry unknown. 



10/513699 

Relative atereocbemiatry. 




• z IICI 
RN 4 52316-78-S CAPLUS 

CK 3H- [11 Benzopyrano (4 , 3 -c) isoxazole. 3a.4 -dihydro-7, B-dimethoxy-3- ( (4- ( (as) - 
3-pheityl-2-propenyl] - l-piperazinyl] methyl )- , dihydrochloride, 

(3R,3aS)-rel-(-)- (9CI) (CA index NAME) 

Rotation (-} . Absolute stereochemistry unknown. 
Double bond geometry as shown. 




452313 -59-6? 

RL: PAC (Pharmacological activity) ; RCT (Reactant) / SPN (Synthetic 
preparation); THU (Therapeutic use)/ BIOL (Biological study) f PRBP 
(Preparation); RACT (Reactant or reagent); uses (Uses) 

(target compound; preparation and pharmaceutical activity of substituted 

isoxazolines as ant i- depressants) 
452313-S9-6 CAPLUS 

Isoxazolo [4 , 3-c) quinol ine, 3 , 3a, 4 , 5-tetrahydro-3 - ( U - (2- 

naphthalenylmethyl) -l-piperazinyllmethyll - , (3R,3aR) -rel- (9CI) (CA INDEX 
NAME) 




453313- 
453313- 
4&2313- 
453313- 

452313- 
452313- 
452314- 
452314- 
453314- 
453314- 
4S2314- 
452314- 
452314- 
452314- 
4S2314- 
4S2314- 
452314- 
453315- 
453315- 
4S231S- 
452315- 
452315- 
452315< 
452315 
452315- 
452315- 
453315- 
4S331S' 
453315- 
452315- 
452316- 
452316- 
452316- 
452316 
452316- 
452316- 
453316- 
4S3316 
453316- 
453316- 
452316- 
452317 
452317 
452317 
452317 
452317 



36-9P 
46-lP 

56- 3P 
74-SP 
BB-IP 
98-3P 
OB-ap 

16-ap 

33-7? 
31-7P 
40. BP 

49-7P 

57- 7P 
65-7P 
74-BP 
'■3-9P 
93-OP 
01-4P 
•1D-5P 
■19-4P 

27-4P 
36-SP 
42-3P 
48-9P 
5S-8P 
'63-8P 
73-OP 
■83-lP 
90-lP 
97-BP 
•06-2P 
15-3P 
24-4P 
33-5P 
•4a-6P 
■51-7P 
-5B-4P 
■69-7P 
•B1-3P 
•89-lP 
■95-9P 
-02-lP 
-08-7P 
14-5P 

ao-3p 

26-9P 



453313-40-5P 
4S3313-SO-7P 
452313-61-OP 
452313-77-BP 

452313- 91-6P 

452314- 01-1P 
452314-11-3P 
452314-18-OP 
4S2314-36-0P 
4S2314-34-0P 
452314-43-lP 
452314-52-2P 
4S2314-60-2P 
452314-6S-0P 
452314-77-lP 
4S2314-86-3P 

452314- 9S-3P 
453315-04-7? 

452315- 13-aP 
452315-22-9P 
452315-30-9P 
452315-38-7P 
452315-44-5P 
45231S-51-4P 
4S231S-5B-1P 
45231S-66-1P 
45231S-76-3P 
4S3315-8S-4P 

452315- 92-3P 

452316- 00-6P 
4S2316-09-SP 
4523l6-ia-6P 
452316-27-7P 
452316-36-8P 
452316-45-9P 
452316-53-9P 
452316-64-2P 
452316-7a-3P 
452316-64-SP 
452316-91-5P 

452316- 97-1P 

452317- 04-3P 
4523n-10-lP 
452317-16-7P 
4S2317-23-SP 
452317-2S-tP 



452313-43-aP 
4S3313-54-tP 

453313- 65-4P 
452313-B5-8P 

452313- 93-8P 

452314- 05-5P 
4S2314-14-6P 
452314-30-4P 

453314- 29-3P 
452314-37-3? 

453314- 46-4P 
452314-55-5P 
452314-62-4P 
452314-71-5P 
452314-S0-6P 
4S2314-89-5P 

452314- 9B-6P 

452315- 07-0P 
45231S-16-1P 
4S2315-24-1P 
4S231S-33-2P 
4 52315-40-lP 
4S231S-46-7P 
45a315-52-5P 

452315- ei-6P 

453315- 70-7P 
453315-79-6P 
4S3315-87-6P 

453315- 94-5P 

452316- 03-9P 
4S2316-12-OP 
452316-21-lP 
452316-30-2P 
452316-39-lP 
452316-48-2P 
452316-S5-1P 

453316- 66-4P 
4S3316-7S-BP 
452316-B7-9P 

453316- 93-7P 

452316- 99-3P 

452317- 06-5? 
4S2317-12-3P 
452317-18-9P 
4S2317-34-7P 

453317- 30-5P 



<i2/04/30O7> Erich Leese <l3/04/3007> Erich Leese 



10/513699 



10/S13699 



4523n-32-7P 4523n-34-9P 4523n-36-lP 

452317-38-3P 4523n-40-7P 4S23n-42-9P 

4&2317-44-1P 4S2317-46-3P 4S2317-48-5P 

4&2317-50-9P 452317-S2-1P 4S3317-54-3P 

4S2317<Se'5P 4S2317-{iB'7P 4S2317.€0-1P 

452317. 64-5P 4533n-«7-8P 452317-69-OP 

4523n.71-4P 4&2317-'r3-«P 452317. 76-9P 

452317-79-3P 452317. B2-7P 452317-84.9? 

4S23n-86-lP 452317-89-4P 4523n-92-9P 

452317- 94-lP 452317-96-3P 452317-99-6P 

452318- 02-4P 453318-04-6P 4S2318-07-9P 
452318-09'lP 4S23ia-ll-5P 4S2318.13.7P 
452318. 15. 9P 452318-18. 2P 452318. 20-GP 
4S2318-22-8F 4S3318-24-OP 452318-27. 3P 
452318. 30. eP 4523le'33-0P 452318-34-2P 

452318- 36. 4P 452310. 38-6P 452318. 41-1? 

452319- 43-3P 452318-45-5P 452318-47-7P 
4523ie.49-9P 452318-52-4P 452318-S4-6P 
4S231B.S7-9P 4 523 IB- SO -4 P 452318. 63.7P 
45231S-65.9P 45231B.67-1P 4S2318.69.3P 
452318-71. 7P 4S2318-73.9P 45231B-7S-1P 
452318. 77. 3P 452318-79-5P 452318-81.9? 
452318.e3.lP 452318. 8&.3P 452318. B7.SP 
452318-83-7P 452318. 91-lP 45231B-93-3P 

452318- 95-BP 4S23ie-97-7P 452318-99-9P 

452319- 01-6P 452319-03-8P 452319-05-0? 
452319-07-2P 452319-09. 4P 452319-11-8P 
452319-13.0P 4B2319-15.2P 4S2319-17.4P 
452319-20-9P 452319-22'lP 452319. 24. 3P 
452319. 25.4P 452319. 27-6P 452319-29.8? 
453319-31-2P 452319-33.4P 4S2319-36-6P 
4S2319-37-8F 452319-39. OP 452319-41-4P 

RL: PAC (Pharmacological activity); SPN {Synthetic preparation); TlIU 

(Therapeutic use),- BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(targec compound,- preparation and pharmaceutical activicy OC SubfltiCuCed 
iaoxazolinea aa anti-depreasants) 

RH 452313-36-9 CAPLUS 

CH 3K> (l]Benzopyranot4.3-c)isoxazole. 3«,4-dihydro-7, 8-diinethoxy-3- ( [4- t (3E) • 
3-phenyl.3.propen'l-yll .I'piperasinyllmethyll (3R.3as) -rel- (CA INDEX 

NAME) 

Relative acereochemistry . 
Double bond geometry as shown. 




RN 452313-40-5 CAPLUS 



Erich Leese 



CN 3H- IlJBenzopyrano(4,3-c] i8oxazol.7-ol . 3a< 4.dihydro-8-metho»!y-3- tt4- t(3B). 
2-inethyl-3-phenyl-2-propenyn-l-piperazinyl)netbyl]-, (3R, 3a8) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry aa shown. 




RN 4S3313-49-B CAPWS 

CN 3H- [ilBenzopyrano[4,3-c]lsoxazoIe, 3B.4-dihydro-7,8-diiiiethoxy-3- [ (4- (6- 

quinolinylRietbyl) -1-piperaiinyllmethyl] (3R, 3aB) -rel- (9CI) (CA INDEX 

NAME) 

Relative stereochemistry. 




RN 452313-46-1 CAPLUS 

CN 3H- [1) Benzopyrano (4 , 3.cliBOxazole, 3~ t (4- [ (2E) -3- (4-£liiorophenyl) .l.propen. 
l-yl} -l-piperazinyl]methyl] -3a,4-dlhydro-7. B-dimethoxy- , (38.3aR) -rel- (-)• 

(CA INDEX NAME) 

' Rotation (-). Absolute stereocheaistry unknown. 
Double bond geometry as shown. 




cl3/04/3007> 



10/513699 

RN 4 52313-50-7 CAPLUS 

CN 3H- 11] Benzopyrano [4, 3 -clisoxazol-T.ol, 3a,4-dihydro-8-niethoxy-3- C [4- I(2E)- 
2.met)lyl-3-phenyl.^.propenyl).l-piperBzinyl]methyl] -, acetate (ester) , 
(3R,3aS) -rel- (9CI) (CA INDEX KAHE) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 52313-54-1 CAPLUS 

CN 3H- £11 Benzopyrano 14 , 3 -cl isoxazole, 3a, 4 -di hydro- 7, e-dimethoxy- 3 - I [4- ( (2E) - 
3-phenyl-2-propenyl)-l-piperazinyllmethylJ-, {3R. 3aS) -rel- (♦ I - (9CI) (CA 
INDEX NAME) 

Rotation {*) . Absolute stereochemistry unluiown. 
Double bond geometry as shown. 




OMe 



RN 4 523 13-56-3 CAPLUS 

CN 3H- U 1 Benzopyrano (4, 3 -clisoxazole, 3B,4-dihydro-7, B-diinethoxy-3- ( C4- [(2E)- 
3-phenyl-2-propenyl|.l.piperazinyl]methyl] (3R, 3aS) -rel- (-> - (9CI) (CA 
INDEX NAME) 

Rotation Absolute stereochemistry unknown. 

Double bond geometry as shown. 



10/513699 




RN 4 52313.61-0 CAPLUS 

CN isoxazolo(4,3-c]quinoline. 5-acetyl-3, 3b,4. 5-tetrahydro-3- I [4- (2- 

naphthalenylmethyl)-l-piperazinyl]methyl)-, (3R,3aR) -rel. (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




H 



RN 4 52313-65-4 CAPLUS 

CN isoxazolo (4 , 3 -c)quinoline, 3,3a.4 .S-tetrahydro-7, 8-dimethoxy-3- I (4- ( (2B) -2- 
methyl- 3 'phenyl -2-propen-l-yl] -l-piperaslnyl]fflethyll • , (3R, saR) -rel- (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 4 52313-74-5 CAPLUS 

CN 3H- (l]Benzopyrano(4,3-c}lsoxasole. 3- [ |4- [ (3-chlorophenyl) methyl ] -1- 

piperazinyllmethyl] -3a.4-dlhydro-7,a.dimethoxy- (9CI} (CA INDEX HAMS) 



<13/04/3007: 



Erich Leese 



:13/04/3007> 



Erich Leese 



10/S13699 



OMe 




RN 4S2313-77-8 CAPLOS 

CH 3H- [llBen20pyrano[4, 3-c] isoxazole. 3a, 4 -dihydro-7, 8-dimethoxy-3- ( [4- (2- 

naphthalenylmechyl) • v-piperasinyl]niethyl] - , OR.SaSI-rel- <9CI) (CA IKOEX 
NAME I 

Relative scereochemiatry. 



OMe 




H 



RN 452313-SS'B CAPLUS 

CN 3H- IllBenzopyrBno[4,3-cliBOXBZOle, 3a.4-dihydro-7. a-diinethoxy-3- [ (4- E (3E) - 
2>methyl-3- (3'thienyl) -2-prQpenyl] >l-piperaeinylln)«thyl} • , <3R,3aS} -rel'* 
{9CI) (CA INDEX NAME) 

Relative stereocheniBCry. 
Double bond geometry as shown. 




CN 3H- [l]Benzopyrano|4,3-c]iBOxazole, 3- 1 14- ['(4-chlorophenyl) methyl) 

plperazinyllmethyl] Oa,4-dlhydro-7.8-dimethoxy-, (3R,3aS) -rel- (9Ci) (CA 

INDEX HAHE> 



<12/04/2007> Erich Leese 



10/513699 

Relative stereochemistry. 



OHe 




H 



RN .4 52313-91-6 CAPLUS 

CK 3H- {i)BenzopyranoE4, 3-c]i80xazole, 3B,4-dihydro-7. B-diiaethoxy-3- [14* ((2B)- 
3- (2-inechylphenyl) -2-propenylJ-l-piperazlnyl]inethyll -, (3R.3BS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geooetry as shown. 




H 



RN 452313-93 -8 CAPLUS 

CN 3H- (l]Benzopyrano(4.3-c)lsoxBZole, 3- t (4- I (3. 4-dihydro-3- 
naphthalenyl)■ethyl] -l-piperazinyllnethyl) -3a,4->dihydro>7, B-dLnethoxy-, 
(3R,3as) -rel- (scx) (CA index name) 

Relative stereochemistry. 



OMe 




RN 453313-98-3 CAPLUS 

CN 3H- [1] Ben zopyrano 14.3-0] isoxazole. 3a, 4-dihydro-7. e-dimethoxy-3- ( (4-((2B) - 
2-methyl-3- (2-pyridinyl>-2-propenyl] -1-piperazinyllmethyll - , <3&, 3aS)-rel- 



<13/04/200'7> Erich Leese 



10/513699 

{9CI) <CA ItfDEX NAME) 

Relative stereochemiatry . 
Double bond geometry as shown. 



OHe 




OMe 



H 



RN 4 52314-01-1 CAPLUS 

CN 3H- [llBenzopyranol4,3-c) isoxazole, 3- [ (4- [ (2E) -3- (4- f luorophenyl) -2-roethyl- 
2-propen- i-yl) - i-piperazinyl]methyl J -3a,4-dihydro-7, 8-dimechoxy- , 
(3R,3aS}.rel-{+)- (CA INDEX NAME) 

Rotation <*) . Absolute stereochemistry unluiown. 
Double bond geometry as shown. 



OMe 




RN 452314 -OS-S CAPLUS 

CN 3H- CD Benxopyrano [4, 3-cl isoxazole. 3a,4-dihydro-7, 8-dimethoxy-3- [|4- (3- 
phenyl-2-butenyl)-l-pipera«inyl]methyl]-, (3R.3bs) -rel- (9CI) (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




10/513699 

RN 4 52314-08-8 CAPLUS 

CN 1-Piperazineethanamine. 4- [ I Or, 3as> -3a, 4-dihydro-7. 8-dimethoxy-3H- 
[l]benzopyrano[4, 3-c] i80xazol-3-yl]inethyl] - a-mechyl-N-phenyl- . rel- 
(»CI) (CA INDEX NAME) 

Relative stereochemistry- 




H 



RN 452314-11-3 CAPLUS 

CN 3H- [l)Benzopyrano(4, 3 -c] isoxazole, 3- ((4- (2- (3-fluorophenoxy)propyll -l- 
piperazinyI)methyll-3a,4-dihydro-7.s-dinethoxy- <9CI) (CA INDEX NAME) 



OMe 




RN 4S2314-14-6 CAPLUS 

CH 3H- [llBenzopyrano (4, 3 -cI Isoxazole, 3a.4-dihydro-T,8-dimecboxy-3- [ [4- (2- 

naphthalenylmethyl) -l-piperazinyl]methyll - , dihydrochloride. l3R,3aS) -rel' 
(9CI) (CA INDEX NAME) 

Relative stereochesiistry. 



<12/04/2001> 



Erich Leese 



<12/04/2007> 



Erich Leese 



OMe 

L 0H« 



RN 452314-16-8 CAPLUS 

CN 3H. H}Benzopyrano[4, 3-c] i80xazoXe-3 -methanamine. 3a, 4-dihydro-7, 8- 

dimethoxy-K- (1- (2-naphthalenylinethyl) -4-piperidinyl} • , (3R, 3aS) -rel- (9CI} 
(CA INDEX NAMEJ 

Relative acereochemiscry. 




RN 4S2314-18-0 CAPLUS 

CN 3H- (11 Benzopyranol4.3-c] isoxazole. 3a.4-dihydro-7,8-dlmethoj(y-3- t [4- 
(phenylmethyl) -l-piperazinyl] methyl] OR,3aS)-rel- (»CI) (CA IKDE 



Relative stereochemistry. 




<12/04/2007> 



4523 14 -2D- 4 CAPLUS 

3H- [l)Benzopyrano[4,3-c]iBOxatole, 3a,4-dihydro-7, B-dimethoxy-3- { (4- [ [2- 
(triCluorcMiethyl)phenyl)aethyl)-l-piperazinyl1iMthyl}- (901) (CA index 




453314-33-7 CAPLUS 

3H- (1] Benzopyrano{4 , 3-c) isoxasole. 3a,4-dihydro-7, •-dim«tlioxy-3- ( U- ( la- 
itrif luoromethyDphenylltnethyl] -l-piperazinyl]methyX] - (9CX) (CA INDEX 
NAME) 




4 52314-26-0 CAPLUS 

3H- CUBenzopyrano [4, 3-c] isoxazole, 3a,4-dihydro-7, 8-dinwthoxy-3- [ [4- ( (4- 
<trifluoronethyl)phenyl|nethyl]-l-piperazinyllnethyl]- (9CI) (CA IMDBX 
NAME) 




RN 4S231.4-29-3 CAPLUS 

CN 3H- [l]Boncopyrano(4, 3-c] isoxazole, 3B,4-dit)ydro-7, 8-dimethoxy-3- 1 14- t (2- 



10/513699 

(1,1. 2,2-tetrafluoroet))yl)phenyl]inethyll -l-piperazinyllnethyl] - (9CI} (CA 
IKDEX NAME) 



OMe 




■ CF2-CHF2 
RN 452314-31-7 CAPtjUS 

CN 3H- III BenzopyranoU , 3-cl isoxazole, 3- I {4- ( (2 - bromophenyl ) methyl] -l- 

piperazinynmechyl)-3a,4-dihydro-7,8-diinethoxy- (9CI) (CA INDEX NAMS» 



OMe 




RN 4S2314-34-0 CAPLUS 

CN 3H- (11 Benzopyrano(4. 3- c) isoxazole, 3- [(4- [ (3 -bromophenyl) methyl] -l- 

piperazinyllmethyl) -3a,4-dlhydro-7, 8-diinechoxy> (9CX) (CA INDEX NAME) 



OMe 




RN 4 52314-31-3 CAPLUS 

CN 3H- (11 Benzopyrano(4 , 3-c) isoxazole, 3- ((4- I (4-broniophenyl)inethyl] >-l- 
pipe^azinyllRlethyl] -3a,4-dihydro-7, a-dioiethoxy- (9CI) (CA INDEX HAKE) 



<12/04/2007» Erich Leese 



10/513699 



Br. 




RN 4S2314-40-8 CAPLUS 

CN 3H. 1 1 ] Bensopyrano (4 , 3 - c ) i soxazole , 3 - I (4 - ( (3 - f luoropheny 1 ) methyl ) - 1 - 

piperazinyDmethylJ -3a,4-dihydro-7,B-diniethoxy-, (3R. 3aS) -rel- (9Ci) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 4S23 14-43-1 CAPLUS 

ON 3H- [II BenKOpyrano|4, 3-c] isoxazole, 3- 1(4- [(4■fluorophenyl)lllechyl]-l- 
pipe^azinyl]Inethyl] •3a,4-dihydro-7.s-dimeth0]cy-, di hydrochloride, 

(3R,3aS) -rel- (9CI} (CA INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



• 2 KCl 
RN 452314-46-4 CAPLUS 

<12/04/2007> Erich Leese 



10/513699 



10/513699 



CM 3H- (11 Ben20pyrano(4, 3-c] isoxaaole, 3- [ t4- I (2- lluorophenyl )inethyl] -1- 

piperazlnyIl(nethyl)-3a,4-<)ihydro-7,8-cliinechoxy-, <9R,3aS)>rel- (9CI) <CA 

IKDEX NAME) 
Relative scercochemiscry. 



OMe 




H 



RM 4S2314-49-T CAPLUS 

CN 3H- [1 1 Benzop/rano {4 , 3 -c] isoxazole, 3a, 4 -dihydro-?, B-dinethoxy-a - ( [4- C (4 
nitrophenyl)inethyl]-l-piperazinyl]niethyl] - (9CX} (CA IHDBX HAMB) 



02N, 




RN 453314*52-3 CAPLUS 

CN Benzenamine. 4- C (4- C Oa,4-dihydro-7, 8-diniethoxy-3H- (llbenzopyranoM , 3- 
cUsoxazol-3<yl)mechyl] -l-piperazinyl)methyl)-N,N-dimethyl- (SCI) (CA 
INDEX NAME) 



OMe 



Me2N. 




RN 4 53314-55-5 CAPLUS 

CN Acetamide, H- 14- ( {4- ( Oa,4-dihydro-7, s-dimethoxy-SH- |l]benzapyrano|4,3- 
cJi80xazol-3-yl>methyll-l-piperazinyllinechylIphenyll- (9CI) (OA INDEX 



cl2/O4/20O7> Erich teese 



NAME) 



OMe 




RN 4S2314-57-7 CAPLUS 

CN 3H- (HBcnEopyrano(4.3-c)iBOxazole, 3- (t4- ( (2-ethoxyphenyl)inethyil -l- 
plperazinyl]lnethyl] -3a, 4-dihydro-7, S-dimethoxy (9CI) (CA INDEX NAME) 



OMe 




RN 452314-60-2 CAPLUS 

CN 3H- [l)Benzopyrano(4,3-c)iBOxazole, 3a.4 -dihydro-7, 8-diinechoxy-3- ll4- 1(3- 
phenoxyptienyDmechyl] -l-piperazinyl] methyl]- (9Ci) (CA INDEX NAME) 



OMe 




OMe 



RN 452314-62-4 CAPLUS 

CN 3H- (1) Benzopyrano (4 , 3 - c] isoxazole. 3a , 4 -dihydro-7 . B -dlmethoxy-3- ({4-1(4- 
phenoxyphenyDmechyD-l-piperazinyl] methyl}- (9CI) (CA INDEX NAME) 



<13/04/2007> Erich Leese 



10/513699 



OMe 




RN 452314-65-7 CAPLUS ' 

CN 1 - Propanamine , 3 - (4 - { (4- ( (3a. 4 -dihydro-7 , 8-diinethoxy-3H- C U benzopyrano t4 , 3- 
c] isoxazol -3 -yl) methyl] - 1-piperazinyl) methyl ) phenoxy] -H,N-dimechyl- (9CI) 
(CA INDEX NAME) 



OMe 




RN 452314-68-0 CASU.US 

CN Benzoic acid, 4- [ (4- ( {3a,4-dihydro-7, 8-dijncthoxy-3H- (l]benzopyrano(4, 3- 
c] isoxazDl -3-yl)niethyl] -i-piperazinyl]methyl) - , methyl ester (901) (CA 
INDEX NAME) 



OMe 




RN 452314-71-5 CAPLUS 

CN Benzonitrile, 3- ( [4- ( (3a.4-dlhy(lro-7,8-dimethoxy-3H- [i] benzopyrano (4 , 3- 
cli80xazol-3-yl>tnethyll -l-piperazinyl]mechyl] - (»ci) (CA INDEX NAME) 



10/513699 




RN 452314-74-8 CAPLUS 

CN Benzonitrile, 4- I (4- [ (3a,4-dihydro-7. B-di«ethoxy-3H- (l]benzopyranot4,3- 
c] isoxazol-3>yX)Methyl) -l-piperazinyl]izethyl] - (9CI). (CA INDEX NAME) 



OMe 




RN 452314-77-1 CAPLUS 

CN 3 H- [ 1) Ben zopyrano (4 , 3 - c] i soxazole , 3 - I [4 - ( f l , 1 • - biphenyl ] - 3 -y Imethyl > - 1 - 
piperazinylInechyl]-3a,4-dihydro-7,8-dlRethoxy-. (3R, 3aS) -ral- (9CI) (CA 
INDEX NAME) 

Relative stereochemiaery. 




,OMe 



H 



RN 452314-80-6 CAPLUS 

CN 3H- (1) Benzopyrano {4, 3 -c] isoxazole, 3- [ (4- [ (2,4-dimethoxyphenyl>methyl) -1- 
pi]perazlnyl]inethyl)-3a,4-dlhydro-7,8-dimethoxy- (9CI) (CA INDEX NAME) 



<12/04/2007; 



Erich Leese 



<12/04/2007; 



Erich Leese 



10/S13699 



10/513699 




RN 453314-03-9 CAPLUS 

CK 3H- [l)Benzopyrano(4,3-cl isoxBZOle, 3- [[4- [ (3, 4-diiiicthoxyphenyl)inethyl| - 1- 
pip«razinyl1methyl] -3a,4-dihydro-7, 8-dimethoxy- (9CI} (CA INDEX HM4E) 




RN 4 52314 -B6-2 CAPLUS 

CN 3H- U]Benzopyrano[4,3-cli80XB20le, 3- [(4- ({2,4-dlchlorophenyl)cnethyl) -1- 

piperazinyllmethyl] •3a.4-dlhydrQ-7,8-dinathoxy-, OR,3aS>-rel- (9CI) (CA 
INDEX NAME) 

Relative BCereochemlscry. 



RN 4 52314-89-5 CAPLUS 

CN 3H- [llBenzopyrano[4,3-c] Isoxazole, 3- I [4- ( <3 . 4 -dichlorophenyl) methyl] -1- 

piperazinyl)inechyl)-3a,4-dihydro-7,8-diin«Choxy-, {3R, 3a8) -rel- (901) {CA 
INDEX NAME) 

Relative stereochemistry. 




RN 452314-92-0 CAPLUS 

CN 3H- (i)Benzopyrano[4,3-c] isoxazole. 3- t 14- [ (4-broino-2-fluorophenyl)methyl] - 
1-piperazinyl) methyl] -3a,4-dihydro-7,s-dimethoxy-, (3R,3aS) -rel- (9CX) 

{CA INDEX NAME) 

Relative stereochemistry. 





RN 4B2314-95-3 CAPLUS 

CN 3H- [1] Benzopyrano(4.3-c]isoxazole, 3a, 4 -dit)ydro-7, B-dimethoxy-3- ([4- 1(1- 
methyl - IH- pyrrol - 2-yl ) methyl] - l-piperazinyl] methyl] - , (3R, 3bS) -rel - C9CI) 
(CA INDEX KAMB) 

Relative stereochemistry. 




4S231.4-9I-6 CAPLUS 

3H- [l]Benzopyrano[4,3-c]isoxazole, 3a, 4-dlhydro-7, s-dimethoxy-3- { (4- [(3- 
phenyl - lH-imidazol>4 -yDmethyl I - 1 -piperazinyl Imethyl] - . (3R, 3aS) -rel - 
(9CI} (CA INDEX NAME) 



<12/04/2007> 



10/513699 

Relative stereochemistry. 

OMe 




RN 4S231S-01-4 CAPLUS 

CN 3H- [llBenzopyrano[4,3-c]isoxazole, 3a,4-dihydro-'T, B-dimethoxy-3- 1 [4- (2- 
thiazolylmethyD-i-piperazinyllmethyl)-, OR. saS) -rel- (901) {CA INDEX 

NAME) 

Relative stereochemistry. 



OMe 




H 



RN 452315-04-7 CAPLUS 

CN 3H- 111 Ben2opyrano{4 , 3-c) isoxazole, 3a, 4-dihydro-7, e-dimethoxy-3- t (4- t {2- 
phenyl-4-thiazolyl)methyl) -l-piperazinyllmethyl] - , (3R, 3aS) -rel- {9C1) 
(CA IWBX NAME) 

Relative stereochemistry. 



OMe 




CN 3H- U)8enzopyranoI4. 3-c) isoxazole, 3- [ (4- {2-furanylmethyl) -l- 

piperazinyDmethyl] -3a.4-dihydro-?,8-dimethoxy-, (3R,3aS) -rel- (9CI) (CA 



10/S1369S 

INDEX NAME) 
Relative stereochemistry. 




RN 4S2aiE-10-S CAPLUS 

CN 3H- (UBenzopyrano (4. 3-C) isoxazole. 3 - ( [4 - ( (5-bromo-2-Curanyl)mcthyl) -l- 

piperazinyl]methyl]-3a.4-dihydro-7.B-dimethoxy-, {3R.3aS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




OMe 



H 



RN 4S23 15-13-8 CAPLUS 

CN 3H- [l]BenKOpyrano(4. 3-c) isoxazole. 3a.4-dihydro-T,a-dimethoxy-3- ( [4- ((s• 
lltethyl-3-£uranyl)methyl) -l-piperazinyl)Mthyl) - , (3R,3a8)-rel- I9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




CN 3H- (I] Benzopyrano (4,3 -cl Isoxazole. 3- ( [4- (3 -furanylmethyl) -l- 



<12/04/2007: 



Erich Leese 



<12/O4/2007> 



Brich Leese 



10/513699 

piperazinyllmethyl] -3a, 4-dihydro-7, 8-dimethoxy-, (3R,3aS) -rel- Oci) (CA 
INDEX NAME) 

Relative stereochemistry. 



OMe 




RN 4S2315-19-4 CAPLUS 

CN 3H- [lJBenBopyranol4.3-c]isoxazole, 3a,4-dihydro-7, e-dimethoxy-3- I C4- [(3- 
phenyl -1,2, 4 -oxadiazol>S-yl} methyl] -l-piperazlnyl]inethyl] -, OR,3aS)orel* 

(9CI) (CA INDBX HAMB) 

Relative stereochemistry. 




RN 452315-22-9 CAPUIS 

CN 3H- (l|Ben2opyranot4,3-c)iBOXBZole. 3a,4-dihydro-7, 8-dimethoxy-3- 1(4- [(S- 
phenyl'l, 3,4-oxadiazol-2-yl}inethyl] - 1-piperazinyl] methyl] (3R,3B5)-rel- 

(9CI) (CA INDEX NAME» 

Relative atereochemiacry . 




<13/04/20D7> Brich Leeae 



10/513699 

CN 3H- [1] Bcnzopyranot4. 3-c1 isoxazole, 3a,4-dihydro-7, S'dimethoxy-3- (14- (2 - 
thienylmethyl) -1-piperazinyl] methyl] t3R,3aSl -rel- (»CI} (CA INDBX 

NAME) 

Relative atereochemistry. 



OMe 




H 



RN 4S231S-27-4 CAPLUS 

CN 3H- [i]BGnEopyranol4,3-c]lBOxazole, 3- ( [4 > I (s^bromo-a-thlenyllmethyl] 

plpera2inyl)nethyl]>3a,4-dihydro-7,B-dimethoxy-, (3R,3aS) -rel- (9CX) (CA 
INDBX NAME) 

Relative atereochemistry. 



OMe 




CN 3H- [l]Ben2opyrano (4. 3-c) isoxazole, 3- I (4- ( <4-bronio-2-thienyl)methyl] -l- 

piperazinyl]methyl)-3a,4-dihydro-7,a-dimethoxy-, (3r,3bS) -rel- (9CZ) (CA 

INDEX NAME} 

Relative stereochemistry. 

OMe 




<12/04/2007» Brich Leese 



10/S13699 

RN 452315-33-2 CAPLUS 

CN 3H- (11 Benzopyrano (4 , 3-c] isoxazole, 3a. 4-dihydro-7, e -diinethoxy-3 - ( (4 - (3- 
thienylmethyl)-l-piperazinyl)iaethyl] {3R, 3a5) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




CN 3H- (IJ Benzopyrano 14, 3.cJ isoxazole. 3 - 1 1 (3R, 58> -3 . 5-diraechyl -4- (2- 

napht ha 1 enylmet hy 1 ) - 1 - pi peraz iny l)niechyl)-3a,4 - di hydro- 7 , s - dimethoxy- , 
(3R,3aS)-rel- (9CI) (CA INDEX HAMS) 

Relative stereochemistry. 



OMe 




H 



RN 4S2315-3B-7 CAPLUS 

CN 3H- (1) Benzopyrano [4 ,3 -cl isoxazole, 3- I ( <2R. SS) -2 , 5-dimethyl -4 - (2- 

naphthalenylmethyl) -i-piperazinyl) methyl] -3a. 4-dihydro-7. 8-dimet);oxy-, 
(3S,3aR)-rel- (9CI) (CA INDEX HAMB) 

Relative stereochemistry. 




H 



10/513699 

RN 452315-40-1 CAPLUS 

CN 3H- (1) Benzopyrano [4 , 3-c] isoxazole, 3a, 4-dihydro-7, 8-din«ethoxy-3- ( (3 -methyl - 
4- (2-naphthalenylmethyl)-l-piperazinyl]methyl)-, (3R. 3bS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




H 



RN 452315-42-3 CAPLUS 

CN 3H- [l]BenzopyrBnol4, 3-C] isoxazole, 3a.4-dihydro-7, B-dimethoxy-3- ( {4- (1- 
naphthalenylmethyl) -l-piperazinyllmethyD- (9CI) (CA INDEX NAHB) 



OMe 




RN 453315-44-S CAPLUS 

CN 3H- (1] Benzopyrano [4 , 3-c) isoxazole, 3a,4-dihydro-7, B-dimethoxY-3- ( {4- (l- 

naphthalenylmechyl) -l-piperazinyllmethyl) dihydrochioride, (3R, 3aS} -rel- 

(9CI) (CA INDBX NAME) 

Relative stereochemistry. 



<12/04/2007» 



Brich Leeae 



:12/04/2007: 



Erich Leese 



10/S13699 




• 2 HCl 



RN 4S2315-46-7 CAPLUS 

CN 3H- [1 ] Benzopyrano [4 , 3 -c] iaoxazole. 3a , 4 -dihydro-7 , 8 -dimethoxy-s - [ (4 - [ ( 1- 

mechoxy<2-naphthalenyl}methyl] -l-piperazlnyljmethyl} (3R,3a8) -rel- <9CZ) 

(CA INDEX NAME) 
Relative stereochemistry. 



OMe 




H 



RM 4S2315-48-9 CAPLUS 

CN 3H- (llBenzopyranol4,3-c] isoxazole, 3a,4-dlhydrO'7, s-dlinethoxy-3- t(4- I (6- 

inethoxy-2-napht halenyl] methyl) -l-piperazinyl] methyl] (3R,3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative atereochemistry. 



MqO' 




H 



RN 4 52315-51-4 CAPLUS 

<:12/04/2007> Brlch Leese 



CN 3H- [1) Benzopyrano (4 , 3-cl isoxazole, 3 a, 4-<Jihydro-7, B-dimethoxy-S - 1 14- lU- 

methoxy-2-naphthalenyl)ioethyl] -l-plperas:lnyl]methylj-, . (3R, 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative atereochemistry. 




RN 452315-52-5 CAPLUS 

CN 3H- [1] Benzopyrano (4 , 3-c) iaoxasole, 3a,4<dlhydro-7, 8-dii»ethoxy-3- [ C4- ( (7- 
methyl-2-naphthalenyl>inethylJ -l-piperazinyl] methyl) - , (3R.3aS) -rel- {9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 



Me, 




H 



RN 4S231S-SB-8 CAPLUS 

CN 3H- [11 Benzopyrano (4, 3 -clisoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- I [4- ((«- 
■iethyl-2-naphthalenyl)nethyl] -1-piperazinyllmethyll (3R,3aS) -rel- (SCI) 
(CA INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



cl2/04/2007> Brlch Leese 



10/513699 

RN 452315-58-1 CAPLUS 

CN 3H- ID Ben20pyranot4, 3-C) isoxaeole, 3a,4-dihydro-7, e-ditnethoxy-3- [(4- 1(3- 
methyl-2-naphthalenyl)methyl] -l-piperazinyljmethyll - , (3R, 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 




OMe 



H 



RN 4 52315-61-6 CAPLUS 

CN 3H- lllBenzapyranot4,3-c)isoxaEOle, 3- I [4- [ (7-Eluoro-2-naphthBlenyl}aiethyl] • 
l-piperazinyllmechyl] -Sa. 4-dihydro-7. t-dimethoxy-. (3R, 3as) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 




RN 4 52315-63-8 CAPLUS 

CH 3H- U) Benzopyrano 14, 3 -clisoxazole, 3- [ (4- [ (6-f luoro-3-naphthalenyl)methyl] - 
l-piperasinyll methyl J -3a. 4-dihydro-7. 8-dimethoxy- , (3R, 3aS} -rel- (9CI) 

(CA INDEX NAME) 

Relative stereochemistry. 



one 




10/S13699 

RN 452315-66-1 CAPLUS 

CN 3H- [11 Benzopyrano [4, 3- Clisoxazole, 3- ({4- [ (5-f luoro-2-naphthalenyl)methyll - 
l-piperazinyl ] methyl] -3a, 4 -dihydro-7. a -dimethoxy-, (3R, 3as) -rel- (9CI) 
(CA INDEX NAHB) 

Relative stereochemistry. 



OMe 




RN 452315-70-7 CAPLUS 

CN 3H- [1] Benzopyrano 14. 3 -Clisoxazole, 3- I [4- ( (S-chloro-2-hAphthalenyl)nethyl] - 
l-piperazlnyl]inethyl] -3a,4-dibydro-7. e -dimethoxy- , <3R, 3a8) -rel- I9CI) 
(CA INDEX HAM8) 

Relative ■tareochemistry . 



OMe 




RN 452315-73-0 CAPLUS 

CN 3H- [1] Benzopyrano (4, 3-clisoxazole, 3- ( (4- [ (l-bromo-3-naphtbalenyl)methyl} - 
l-pipqrazinyl)tnethyl) -3a,4-dihydro-7,e-diinethoxy- , (3R,3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative atereochemistry. 



cl2/04/2007> 



Erich Leese 



:12/04/2007: 



Erich Leese 



10/SJ3699 



10/519699 



OMe 




CN 3H- [lIBen2Qpyrano[4,)-c|£80xazole, 3a,4-dlhydro-7, s^dlmettioxyO- [ C4- l(S- 
nitro-2-naphtnalen/l)methyl) •l-piperasinyllmethyl] (3R,3as> •rel> (9CI) 

(CA THUEX NAME) 

Relative stereochemistry. 




NO2 



RN 452315-T9-6 CAPLUS 

CN l-Naphchnlenamine, 6 - ( [4 - ( [ (3R, 3aS) - 3a , 4 -dihydro- 7 , B-dlmcthoity- 3H- 

U) benzopyranol4 ,3-cl isoxazol -3 -yXJmethyl) - l-piperaainyl) methyl J - , rel-' 
(9CI) <CA INDEX NAME) 

Relative scereochemiscry. 



OMe 




OMe 



RN 4S231S-S2-1 CAPLUS 

CN 1-Naphthalenamine, 6- ( (4 - 1 1 (3R, 3aS> -3a,4-dlhydro-7,a-diinethoxy-3H- 

ll1benzopyrano(4 , 3-cI isoxazol -3 -yll methyl] -l-piperazinyl] methyl I -H,N- 
dimethyl-, rel- (9CI) (CA INDEX NAME) 



<12/O4/20O7> Erich Leeae 



Relative stereochemistry. 




RN 452315-85-4 CAPLUS 

CN 3H. [i]Benzopyranot4.3-cJisoxazole, 3- ( (4- ( (6. 7-di£luoro-3' 

naphthalenyDmechyl) -l-piperatinyllmethyll-SaM-dihydrO"?, S'dimethoxy-, 
<3R, 3a9) -rel- {9CI) (CA INDEX IUU4E) 

Relative stereochemistry. 




RN 4S2315-B7-6 CAPLUS 

CN 3H-{l3Benzopyranol4,3-c]isoxazole, 3- 1 (4- I(S,7>difluoro-2- 

naphthalenyl > methyl ) - 1 -piperaziny 1 ) methyl ] -3a, 4 -dihydro-? , 8-dl<nethoxy- , 
(3R.3a8)-rel- (sci) (ca index name) 

Relative stereochemistry. 




RN 453315-90>1 CAPLUS 

<l2/04/aoo7> Erich Leese 



10/513699 

CN 3H- ll) DenzopyranoU . 3 -c] isoxazole, 3 - ( [4- I (7, B-di f luoro- 2- 

naphthnlenyl )meLhyl 1 - l-piperazinyl ) methyl ] •3a,4-dihydro-7, a-dimethoxy-, 
<3R, 3aS)-rel- OCI) (CA INDEX NAME) 

Relative stereochemiatry. 



OMe 




naphthalenyl) methyl] -l-piperazinyllnethyl] •3a,4-dihydro-7, 8-diaethoxy-. 
(3R,3aS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




10/513699 

RN 452315-97-8 CAPLUS 

CN 3H- (l]Benzopyranol4,3-cJisoxazole, 3a,4-dihydro-3- t (4- (lH-indol-3- 

ylinethyl)-l-piperazlnyl]methyll-7,a-dimethoxy-, (3R,3aS) -rel- (9CI) <CA 

INDEX NAME) 
Relative atereochemlBtry. 



CiHe 




RN 452316-OO-G CAPLUS 

CN 3H- Cl]8enzopyrano[4,3-c]i80xazole. 3- {(4- (lH-benzimldBzol-2-ylmethyl) -1- 
piporazinyl] methyl] -3a,4>dihydro-7, 8-dlmethoxy- , ditiydrochloride, 
(3R,3aS)-rel- (9CI) <CA INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



RN 4S231S-94-5 CAPLUS 

CN 3H- Ii)Benzopyrano[4,3-c)lsoxazole. 3a,4-dihydro-3- [ (4 - (lH-indol-3- 

ylmethyl) -l-piperazinyl]inechyl)-7.8-dimethoxy-, (3R, 3aS) -rel- (9CI) (CA 
INDEX NAME) , 

Relative stereochemistry. 




• 3 HCl 

RN 452316-03-9 CAPLUS 

CN 3H- (l}BenzopyranoE4 , 3-c] isoxazole, 3- [ (4- (2-benzoCuranylmethyl} -1- 
piperazinyllmethyl) -3a. 4-dihydro-7, 8-ditnethoxy , dihydrochloride, 
(3R, 3aS) -rel- (901) (CA index NAME) 

Relative stereochemistry. 



<12/04/2007> 



Erich Leese 



:12/04/2007> 



Brich Leese 




RN 4523X6-06-2 CAPLUS 

CN 3H- [I) Benzopyrano (4 , 3-cl isoxazole. 3- I f4- (benzolb] thien-2-yltnethyi> -1- 
plperazinyljmectiyn •3a,4>dihydro>7,s-dimethoxy-, dihydrochloride, 
(3R,3aS) -rel- (9CI) <CA INDEX KAME) 

Relative scereochemigtry. 




RN 452316-09-5 CAPl.US 

CN 3H- [D Benzopyrnno (4 , 3-c] iaoxazole , 3- ([4- (benzo [bj thien-3-ylmethyl) -1- 

pipernzinyDmethyl) -3a,4-dihydro-7.a-dimeLhoxy-, (3R. 3as) -rel - OCI) (CA 
INDEX NAME) 

Relative stereochemistry. 



4 S2 3 16-12-0 CAPLUS 

3H> (l]Benzopyranot4,3-cllBOMisole. 3a,4-dihydro-7, a-dinethoxy-s- ( [4- (3- 
quinollnylnethyl)-l-piperazinyllmethyl]- (SCI) (CA INDEX NAME) 



l^^M— CH2 




RN 4 52316-1S-3 CAPLUS 

CN 3H' U]Benzopyrano[4,3-c]i80xazole, 3a,4-dihydro-7, B-dinethoxy-3- ( [4- {3- 
qulnolinylnethyl) -l-piperazinyllnethyl] (3R,3aS) -rel- (9CX) (CA IHDI 
NAME) 

Relative stereochemistry. 



oxo 




RN 4S2316<ia-6 CAPLUS 

CN 3H- [1] Benzopyrano(4,3-e] isoxazole, 3a,4-dihydro-7, 8-dinethOJcy-3- [(4- (4- 
quinollnylmethyl) -l-piperazlnyDmethyl) dihydrochloride. (3R.3a9) -rel- 

(»CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 4 52316-21-1 CAI'LUS 

CN 3H- (11 BenzopyranQ{4 , 3-cl isoxazole, 3a , 4 -dihydro- 7 , 8-dimethoxy-3 - [ [4- fa- 
phenylethyl ) • l-piperazinyl]inethyll - , (3R,3aS}-rel- (9CI) (CA INDEX name) 

Relative BtercDChemistry. 




RN 4 523 16- 24 -4 CAPLUS 

CN 3H- (ilBenzopyrano [4, 3 -c) isoxazole, 3- [{4- [3- (1 , 3 -benzodioxol-S-yl )ethyl] -i- 
piperazinyllnethyl] -3a,4-dihydro-7,s-diBethoxy-, dihydrochloride, 
(3R,3aS)-rel- (9CI) (CA index NAME) 

Relative stereochemistry , 




RN 452316-27-7 CAPLUS 

CN 3H- [l)Benzopyranol4,3-cJieoxazole, 3a, 4 -dihydro- 7 . «-dimethoxy-3 - [ [4- (2- (3- 
naphthalenyDethyl] -l-piperazinyDmethyll dihydrochloride, (3R,3as) -rel- 
(9CI> (CA INDEX NAME) 

Relative stereochemistry. 




• 2 HCl 

RN 452316-30-2 CAPLUS 

CN 3H- ll)Benzopyrano[4 ,3-c) isoxazole. 3a.4-dihydro-7. a-dimethoxy-3- { (4- (2- (l- 
^aphthalenyl) ethyl) -l-piperazinyllmethyl] -. dihydrochloride. t3R.3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 452316-33-5 CAPLUS 

CN 3H- [1) Benzopyrano(4 ,3-c) isoxazole, 3a.4-dihydro-7, e-dimethoxy-3- 1 [4- (3- 

phenylpropyl) -l-piperazinyl]methyl) *, (3R, 3aS) -rel- (9Cl) (CA INDEX HAHE) 

Relative stereochemistry. 



OMe 




RN 452316-9fi-a CAPLUS 

CN 3H- (ll8enzopyrano(4.3-c)isoxazole. 9a.4-dihydro>3< t [4- (lH-indcn-3- 

ylmethyl) •l-piperazinyHMthyll-T.fl-dimethoxy-, (3R, 3aS) -rel- {9CI> (CA 

INDEX NAME) 

Relative stereochemistry. 




RN 4 523 1«- 3 9-1 CAPLUS 

CN 3H- [nBenzopyrano[4.3'CliBOxazole. 3- I (4- (lH-benzimidasol-2-ylnethyl) -1- 

piperazinyllmethyll -3a,4-dihydro-7, s-dimethCMcy-, (3R.3aS) -rel- (9CX) (CA 
INDBX NAME) 

Relative stereochemistry. 




H 



RN 4 52316-42-6 CAPLUS 

CN 3H- [l]Benzopyrano(4. 3-c] isoxazole. 3- U*- 12- (4- fluorophenoxy) ethyl] -1- 
piperazinyl Jmechyll -33 , 4 -dihydro-i , a-dinethoxy- , di hydrochloride, 
(3R.3aS}>rel- (9CI) (CA INDEX NAME) 

Relative stereochemiscry. 



<12/04/2007> Erich Leese 



10/513699 



OMe 




H 



• 2 HCl 

RN 452316-4S-9 CAPLUS 

CN 3H> [l]BenBopyrano(4,3'C]i80xazole, 3- ( [4- |3> (l.3-benso<iioxol-S- 
yloxy)ethyl] -1-plperaxinyl] methyl] -3a, 4-dihydro-7, 8-dimethoxy-, 

<3R,3aS)-rel- (9CI) (CA INDEX NAHE) 

Relative atereochemlstry. 



OMe 




H 



RN 4S2316-4a-a CAPUJS 

CN XH-Inden-l-one, 5- [2- (4- [ ( (3R,3a8) •3a,4>dihydro-7,a-dilnethoxy-^H- 
^l] benzopyranol4 , 3-c] isoxazol-3-yl]iiiethyl] -l-ptperazlnyilethoxy] -2, 3- 

dihydro-, rel- (9CI) (CA INDEX HAKE) 

Relative stereochemistry. 




RN 45231fi-Sl-7 CAPLUS 

< 13/04 /2007> Erich Leese 



10/513699 

CN 3H- (11 Benzopyranol4 ,3-c)i80xa3ole, 3- [ (4- (2- ( (3. 3-dlhydro-S' 

benzo fur anyl) oxy) ethyl 1 -l-piperaainyl) methyl] -SaM-dihydro-?, a-dimethoxy- , 
<3R,3aS) -rel- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 




H 



RN 452316-S3-9 CAPLUS 

CN 3H' (1] Denzopyrano(4,3-c] isoxazole, 3 - [ [4- [3- (3 - f luorophenoxy ) propyl) - 1- 

piperazinyl]methyl)-3a,4-dihydro-7,s-difflethoxy-, (3R, 3as) -rel- (SCI) (CA 
INDEX NAME) 

Relative stereocheoiistry. 



OMe 




RN 452316-55-1 CAPLUS 

CN 3 (2H) -aenzoEuranone, «- [3- [4- ( [ (3R, 3aS) -Sa, 4 -dihydro-7, s-dlmeChoxy-SH- 
tll benzopyrano (4 . 3-c] Isoxazol -3 -yl] methyl) -1-plperazinyl) -l-methylethoxy] - 
. rel- (9CI} (CA INDEX NAME) 

Relative stereochemistry. 



OMe 




OMe 



10/513699 

RN 452316-58-4 CAPLUS 

CN 3H- li]Benzopyrano[4,3-c]i8cxazole, 3- I [4- [[<2R) -6- f luoro-3 , 4 , 4a, «a- 

t et r ahy dr o- 2H - 1 - ben zopyran-2-yl]methyl]-l-piperazinyl)methyl]-3a.4-di hydr o- 
7.8-diinetlioxy-, OR. SaS) -rel- (9CI1 (CA INDEX NAME) 

Relative stereochemistry. 



OMe 




H 



RN 452316-64-3 CAPLUS 

CN 3H- {l)Benzopyrano[4,3-c]isoxazole, 3- [I4- (l,3-benzodioxol-2-ylnechyl) -1- 
piperazinyl)iRethyl)-3a,4-dihydro-7,8-diiiiethoxy-, (3R, 3aS) -rel- (9CI) (CA 

INDEX NAME) 

Relative stereocheaistry. 




RN 452316-66-4 CAPLUS 

CN 1-Propanone, 3- (4- [ [ (3R,3aS) -3a,4-dihydro-7, 8-dinethoxy-3H- 

( 1 ] ben zopy r ano 1 4 < 3 - c) isoxazol - 3 -yl 1 oethyl ] - 1 - pi pera ziny 1 1 -1- phenyl • , rel - 

OCI) (CA INDBX NAME) 

Relative stereochemistry. 




<12/D4/2007> 



Erich Leese 



4:12/04/20D7> 



Brich Leese 



10/513699 



10/513699 



RN 4S2316-69'7 CAPLUS 

CN 1 • Piperazinepropanol . 4 - I ( OR, 3as) -3a. 4-dihydro- 7 , a-dimethoxy-aH* 
|llbenzopyrano(4,3-cIisoxazol-3-yllmethyll- a-phenyl-, rel- (9CI) 

(CA INDEX NAME) 

Relative scereochemiatry . 




RN 4&23I6-72-'2 CAPLUS 

CN X-Propanone, 3- [4- [ [ (3R, 3aS) -3a,4 -dihydro-7, a-dimethoxy-SH- 

( 1 ) bensopyrano (4 , 3 -c1 lsoxazol-3-yl] methyl ) -l-piperazlnyl ] -l-phenyl- 
oxime. rel- (9CI) (CA INDEX NAME} 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452316-75-5 CAPLUS 

CM 3H- 111 Bensopyrano (4, 3-c) isoxazole, 3a,4-dihydro-7. 8-dimethoxy-3- Il4- {(lE)- 
3 -phenyl -2-propenyl) -l-piperazinyl}inethyl] (3R. 3aR> -rel- (9CI) (CA 
INDEX NAME) 

Relative atereochemiBtry. 
Double bond geometry as shown. 




RN 452316-81-3 CAPLUS 

CN 3H- (l}Benzopyrano(4,3-c] Isoxazole, 3a,4-dihydro-7, s-dimethoxy-s- ( [4- (3- 

phenyl-2-propenyl) -l-piperazlnyl]mechyll (3R. 3aS} -rel- (9CI) (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452316-84-6 CAPLUS 

CN 3H- 11] Benzopyrano H ,3-cl isoxazole, 3a,4-dihydro-7.8-dimethoxy-3- ( [4- I (2Z}- 
^-phe^yl-2-p^openyll -l-piperazinyDmethyl] - , (3R,3aS)-rel- (9CI» (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry aa shown. 




452316-B7-9 CAPLUS 

3H- [ 1 1 Bensopyrano 14 , 3 -c) isoxazole . 3a , 4 -dihydro- 7 . 6 -dimethoxy-3 - ( (4 - I (2B ) - 
3- (2-methoxyphenyl) -2-propenyll -l-piperazinyllmethyll -. di hydrochloride, 
(3R.3aS) -rel- OCX) (CA INDEX KAMEt 



<12/04/2007> 



<12/04/2007> 



Erich Leese 



Relative stereochemistry. 
Double bond geometry as shown. 





RN 4S2316-69-1 CAPLUS 

CN 3H- 1 1] Benzopyrano {4 , 3 -c] isoxazole . ' 3a , 4 -dihydro- 7 , s-dimethoxy- 3 • [ |4 • ( (2B) ■ 
3- O-Riethoxyphenyl) •2-propenyl] -l-piperazinyljmethyl] - , dihydrochloride. 
(3R.3nS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2316-91-9 CAPLUS 

CN 3H- 111 Benzopyrano{4,3-c] isoxazole, 3a.4-dihydro-7,B-ditnechoxy-3- [ [4- I (2B)- 
3- (4-nethoxyphenyl) -2-propenyl] -l-piperazinyl|methyll - , dihydrochloride, 
(3R,3aS) -rel- (9Cir (CA index name) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 452316-93-7 CAPLUS 

CN 3H- (1) Benzopyrano (4, 3-cl isoxazole. 3a.4-dihydro-7, a-diBiethoxy-3- I (4- [3- (4- 
phenoxyphenyl) -3-propenyl] - 1-piperazinyllmethyl) - . (3R, 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452316- 9S-9 CAPLUS 

CN 3H- (1] Benzopyrano (4 . 3-C] isoxazole. 3- ( [4- ( (SB) -3- (2-fluorophenyl} •^- 
propenyll -l-piperazinyl)methyl] -Sa, 4-dihydro-7. a-dimetlioxy- . (3R, 3as) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




<cl2/04/2007> 



<12/04/2007> 



10/513C99 



10/513699 



RN 4S231fi-97-l CAPLUS 

CN 3H- (11 Benzopyrano [4, 3-c] isoxazole. 3- { [4- { (2B) -3- (3-£lugrophenyl) -2- 

propenyl] -l-piperazinyl] methyl) -3B,4>dlhydro*7,«'diinethoxy-, (3R, 3asf -rel- 
(9CI) (CA INDEX NAMB) 

Relaciva scereochemiatry. 
Double bond geometry as shown. 




OMe 



H 



RN 452316-99-3 CAPbUS 

CN 3H- (11 Benzopyrano [4, 3*c)lsDxazole, 3- t(4-(3- (3-fIuorophcnyl) -2- propenyl] -1- 
piperazinyllmethyl] •3a.4-dihydro-7.a-dinetho]cy-. <3R.3ast -rel- (9Ci) <CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMO 




H 



RN 4 523 11-02-1 CAPLUS 

CN 3H- (1) Benzopyrano 14,3 -c] isoxazole, 3- ( {4- [(2E)-3- (4 - f luorophenyl) -2- 
p^ope^yl ) -i-piperazinyl] methyl] -3a,4-di.hydro-'7, 8-dimethoxy-, 
di hydrochloride. (3R, 3aS) -rel- (9CI} (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




H 



#2 HCl 



RN 4 52317-04-3 CAPLUS 

CN Napht:h(i.2-c)isoxBzole, 3- ((4- ((2E)-3- (4-floorophenyl> -2-propenyl) -1- 

piperazinyllmethyl) -3 , 3a, 4 , B-cetrahydro-7, B-dimethoxy- . (3R. 3aS) -rel - (♦) - 

(9Cn (CA INDEX NAME) 

Rotation (+) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 




H 



RN 4S2317-06-5 CAPLUS 

CN 3H- [llBenzopyrano(4,3-c)iooxazole, 3- ( [4- (3- (2-chlorophenyl) -3-propenylI -1- 
piperazinyllmethyl] -3a.4-dihydro-7,8-dimethoxy-, (3R. 3aS> -rel- (9CI) (CA 
INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry unknown. 




ei2/04/2007> Erich Leese 



RN 452317-08-7 CAPLUS 

CN 3H- HI Benzopyrano 1 4 , 3-c) isoxazole, 3- 1 14 - t3 - <3-chlorophcnyl) -2-propenyl J -1- 
piperazinyllmethyl] -3a,4-dihydro*7.8-dimethoxy-, (3R, 3aS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452317-10-1 CAPLUS 

CN 3H- [11 Benzopyrano 14, 3-c] isoxazole. 3- I [4- {3- (4-chlorophenyl) -2-propenyl] -1- 
piperazinyDmechyl) •3a, 4 -dihydro-7, B-dimethoxy-, {3R, 3aS) -rel- (9CI) tCA 

INDEX NAME) 

Relacive atereochemistry . 
Double bond geometry unknown. 




RN 4 52317-12-3 CAPLUS 

CN 3K- III Benzopyrano(4, 3-c] isoxazole, 3- 1 (4- [3- {2-broinophenyl) -2-propenyl] -1- 
piperazlnyl]methyl] -3a.4-dihy(lro-7,8-dimethoxy-, OR, 3aS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. . 



Erich Leese 




RN 4S2317-14-5 CAPLUS 

CN 3H- tl)Benzopyrano(4.3-c]isoxasole, 3- I (4-13- <3-bromophenyl) -2-propenyl} -l- 
piperazinyllmethyl] -3a,4-dihydro-7,9-difflethoxy-, OR, 3aS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4 52317-16-7 CAPLUS 

CN 3I1- [1] Benzopyrano (4 .3 -c1 isoxazole. 3- ( [4- (3 > (4 -bromophenyl) -2-propenyl} - l- 
plperazinyl}methyl] -3a.4-dlhydro-7,8-dlmethoxy-. OR, 3aS) -rel-. (9CI) (CA 
INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry unknown. 




4 533 17- 18- 9 CAPLUS 

3H- tl] Benzopyrano [4. 3-c] isoxazole. 3a.4-dihydro-7. 8-dinethoxy-3- ( I4- (3- (2- 
(trlfluoromethyl) phenyl] -2-prop«nyll -1-piperazinyl] methyl ) > , (3R.3aS) -rel- 
(9CI) (CA INDEX NAME) 



10/513699 



10/513699 



Relative stereochemistry. 
Double bond geometry unKnown, 




RN 4523X7-20-3 CAPLUS 

CM 3H- (l)BenzopyrBno[4. 3-cl isoxazole, 3a, 4-dihydro-7, a-diinechoxy-3- [ (4- [3- (3- 
(crifluoromethyl) phenyl] -2-propenyl] - 1-piperazinyl] methyl] - . (3R, 3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



RN 4S23 17-32-5 CAPLUS 

CN 3H- [l]BenzQpyrano|4,3-c]i80xazole, 3a,4-dihydro-7, a-dimethoxv-3- 1 [4- 13- [4- 
(trifluoromechyl) phenyl} -2-propenyll -l-piperazinyl)methyl] -, (3R.3aS) -reX- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unlcnown. 



o 



RN 4523 17-24 -7 CAPLUS 

CN 3H- ID Benzopyrano [4. 3-c} isoxazole, 3a,4-dihydro-7. 8-dimetboxy-3- [ [4- [3-(2- 
(1, 1. 2, 2-tetrafluoroethyl) phenyl] • 2-propenyl] - 1-piperazinyllnethyll - , 

{3R,3aS) -rel- (9CZ) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452317-26-9 CAPLUS 

C« Benzoic acid. 4- {3- |4- 1 1 (3R. 3aS) -3a,4-dihydro-7, a-dimethoxy-SH- 

[1] benzopyrano C4 . 3 - c] Isoxazol -3 -yl ] methyl) - i-piperazlnyl] - 1 -propenyl] - 
methyl ester, rel- (9CI> <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unluiown. 




RN 452317-28-1 CAPLUS 

CN Benzoic acid, 3- I3- [4- 1 1 (3R, 3bS) -3a.4-dihydro-7, 8-dlmethoxy-3H- 

(11 benzopyrano [4, 3-c] i80xazol-3-yl]methyl] "l-piperazinyll -l-propenyl] - 
methyl ester, rel- (SCI) (CA INDEX HAHB) 

Relative stereochemistry. 
Double bond geometry unknown. 



Erich Leese 




RN 4S2317-30-5 CAPLUS 

CN 3H- [i]BenEopyrano[4, 3-c] isoxazole, 3a,4-dihydro-7, a-dimethoxy-3- [ (4- [3- (3- 
nitrophenyl) -2-propenyl] -l-piperazinyl]methyl>-. (3R, 3aS) -rel- (9CI) (CA 

INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452317-32-7 CAPLUS 

CN 3H- (l)Bensopyrano(4,3-c] isoxazole, 3a. 4-dihydro-7, a-dimethoxy-9- i (4- (3- (2- 
nitrophenyl) -2-propenyl] -l-piperazinyl)methyl)-. (3R, 3aS} -rel - {9CI] (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




462317-34-9 CAPLUS 

3H- (II Benzopyrano [4, 3-c) isoxazole, 3a, 4-dihydro-7, 8-dimethoxy-3- I (4- (3- (3- 
methylphenyl) -2-propenyl} -l-piperazinyl]methyll -, (3R, 3aS) -rel- (9CI) (CA 
INDEX NAMB) 



Relative stereochemistry. 
Double bond geometry unknown. 




RN 4 52317-3«-l CAPLUS 

CN 3H- (1] Benzopyrano {4, 3-cl isoxazole, 3a,4-dihydro-7.8-dimethoxy-3- 1(4- (3- (3- 
ptienoxyphenyl) -2-propenyl] -l-piperaz£nyl}methyl] -, (3R.3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4 52317-38-3 CAPLUS 

CN Benzonltrile, 3- (3- (4- [ ( {3R, 3a8> -3a,4-dihydro-7, 8-dimethoxy-3M- 

|l] benzopyrano (4, 3-cl isoxazol-3-yl } methyl! -l-piperazinyl] -l-propenyl) - 
rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry unlcnown. 




<12/04/2D07> 



Erich Leese 



10/513699 

RN 452317-40-7 CAPLUS 

CN Benzonitrile, 3- [3- [4- [ [ (3R, 3aS> -3a.4-dlhydro-7. B-dLmethoxy-SH- 

1 1 } ben zopyrano {4 , 3 - cl iaoxazol - 3 - y X ) met hyl 1 - 1 - pi pera z inyl ] - X - propenyl ] - , 
rel- (9CI) tCA INDEX HAMS) 

Relative scercochemiscry . 
Double bond geometry unknown. 



OMe 




H 



RN 4523 17-42-9 CAPLUS 

CN Benzonitrile, 4- [3 - 14 - [ t (3R, 3aS) -3a, 4-dihydro-7, 8-ditoethoxy-3H- 

[l]benzopyrano[4.3-c] isoxazol-s -yllmethyl] -l-piperazinyl ] -1-propenyl] *, 
rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMe 




H 



RN 152317-44-1 CAPLUS 

CN 3H- [i)Benzopyrano(4, 3-c) isoxazole, 3- I U- (3- (l, 1' -biphenyl} -2-yI-2- 

propenyl) -l-piperazinyl] methyl) -3a.4-dihydro-7, s-dimethoxy-, <3R.3aS) -rel- 
(9CI) (CA INDEX MAKE) 

Relative stereochemistry. 
Double bond geometry unknown. 



10/S13«99 



Fh 

6^a 




H 



RN 4S3317-46-3 CAPLUS 

CN 3H- [llBensopyrano 14. 3 -cl isoxazole, 3- I t4- O- (3,4-dieiuprophenyl) -2- 

propenyll -1-piperazinyl] methyl] -3a,4-dihydro-7, B-dinethoxy- (9CI) <CA 

INDEX NAME) 



OMe 




RN 4S2317-4a-5 CAPLUS 

CN 3H- [1] Benzopyrsno 14, 3 -c] isoxazole. 3- [(4- [3- 0,4-difluorophenyl) -2- 

propenyl] -1-plperazlnyl] methyl] -3a.4-dihydro-7, a-dlmethoxy- (9CI) (CA 
INDEX NAME) 



OMe 




RN 452317-50-9 CAPLUS 

CN 3H- [llBenzopyrano(4,3-c) isoxazole, 3- | [4- {3- (2 . 3 -dif luorophenyl) -2- 

propenyl] -1-plperazinyl] methyl] -3a.4-dihydro-7, a-dimethoxy- (SCI) (CA 
INDEX NAME) 



Erich Leese <12/04/3do7> 



10/513699 



OMe 




F 



RN 452317-52-1 CAPLUS 

CN 3H- (1) Benzopyrano{4,3-c) isoxazole, 3- ( I4- 13- (2 , 6-dif luorophenyl) -2- 

propenyl ) - 1 -piperazinyHmethyl) -3a. 4 -dihydro-7, 8-dlmethoxy- , (3R, 3aS) -rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unluiown. 



OMe 




CN 3H- [ll Benzopyrano |4 , 3-c] isoxazole, 3- 1 [4- (3- (2, S-diC luorophenyl) -2- 

propenyll -i-piperazinyl]methyl) -3a,4-dihydro-7. e-dlmethoxy-, (3R. 3as} -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMe 




10/513699 

CN 3H- (1] Benzopyrano [4 , 3-cl isoxazole, 3- ( (4- (3- (3 , s-dlf luorophenyl) -2- 

propenyl] - 1 -pipe razinyl] methyl) -3a, «-dlhyaro-7, a-dlmethoxy- . (3R,3B8)-rel 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4 52317-58-7 CAPLUS 

CN 3H- (1] Benzopyrano [4. 3-C) isoxazole. 3- ( (4- {3- (2, 6-dichlorophenyl} -2- 

propcnyl) -l-pipcrazinyl]methyl) -3a,4-dihydro-7, s-dimethoxy-. (3R, 3a8) -rel 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




H 



RN 4 52317-60-1 CAPLUS 

CN 3H- [l)Benzopyrano(4. 3-c] isoxazole, 3- [ I4- [3- (a-chloro-4-fluorophenyl) -3- 
propenyl] - l-piperazinyl)methyl] -3a. 4-dihydro-7. e-dlmethoxy- (9CI) (CA 

INDEX NAME] 



RN 452317-56-5 CAPLUS 
<12/04/2007> 



Erich Leese 



<12/04/2007> 



Erich Leese 



10/513699 



OMe 




cl 



RN 452311-e4-S CAPLUS 

CN 3H- {1) Benzopyranol4,3-c} iaoxazole, 3- (14- [3- (2-cbloro-6-f luorophenyl) -2- 

propenyll - 1 -piperazinyl) methyl] •3a, 4-dlhydro-T , B-dimethoxy- , (3R,3aS) -reX- 
(9CI) (CA INDEX NAME) 

Relative BCereochemistry . 
Double bond geometry unknown. 




■ OMe 



RN 4 52317-67-8 CAPLUS 

CN 3H- ( 1} Benzopyrano [4 , 3 -cl iaoxazole, 3- [ 14- f (2B) -3- (2, 3-dihydro-lH-inden-S- 
yll -2-propcnyl] - 1 -pi perazinyl ] methyl] -3a. 4-dlhydro-'7, a-dimethoxy- , 
(3R.3aS) <rel- <9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 452317-69-0 CAPLUS 

CN 3H- [l]Denzopyrano(4,3-c] Isoxazole, 3- ( (4- [3- <2, 3-dihydro-l.4-benzodloxin-6- 



<^a/04/aoo^> Erich Leese 



10/513699 

yl) -2-propenyll -l-piperazinyl) methyl] -3a, 4-dihydro-7, 8-dlmethoxy- , 
(3R,3aS) -rel- tSCI) (CA IMDBX NAHB) 

Relative stereochemistry . 
Double bond geometry unknown. 



OMe 




H 



RN 452317-71-4 CAPLUS 

CN 3H- [IJ Benzopyrano (4. 3 -c) iaoxazole, 3- 1 14- (3- (9H-£luoreh-2-yl} -2-propenyl] - 
1-piperazinyllmethyl) -3a,4-dihydro-7, e-dimethoxy-, (3R,3aS) -rel- (»C1> 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMe 




OMe 



H 



RN 4S2317-73-6 CAPLUS 

CN 3H- (ilBenzopyrano(4.3-c]i80xatole, 3- [ (4- [3- (3-dibencofuranyl) -2-propenyll - 
l-piperazlnyl]methyl)-3a,4-dihydro-7,B-dlmethoxy-, (3R.3aS) -rel- (9CI) 
(CA INDBX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



H 




OMe 



<13/04/2007> Erich Leese 



RN 452317-76-9 CAPLUS 

CN 3H- tl] Benzopyrano(4 , 3-cJ iaoxazole, 3-l[4-I(2B)-3 - (i , 3 -benzodioxol-5-yl) -2- 
propenyll -l-piperazinyl] methyl] -3a, 4-dihydro-7, 8-dimethoxy- , (3R,3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2317-79-2 CAPLUS 

CN 3H - [ 1 ] Ben zopy rano (4.3-c]isoxazole, 3-([4-((2E>-3-<2,3-di hydro- S - 

benzofuranyl) -2-propenyl I -1-piperazinyll methyl] -3a,4-dihydro-7,8-dimethoxy- 

, (3R,3flS)-rel- (9CI) (CA INDBX NAME! 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452317-82-7 CAPLUS 

CN 3H- tl] Benzopyrano [4 . 3-c] ieoxazole, 3- t (4- (3- (4 , S-dimethoxy-2-nitrophenyl> - 
2-propenyl) - 1 -piperazinyl Jmethyl] -3a, 4-dibydro-7, 8-dimethoxy-, 
(3R. 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4523X7-84-9 CAPLUS 

CN 3H- [1] 8enzopyrano{4 , 3-c] iaoxazole, 3a,4 -dihydro-7, fl-dimethoxy- 3 - [ (4- [3- (3- 
thienyl) -2-propenyl) -l-piperazinyl)methyl] {3R, 3as) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




452317-86-1 CAPLUS 

3H- [1] Benzopyrano (4 , 3-c] iaoxazole. 3a,4-dihydro-7, 8-dimethoxy-3- ( [4- [ (2B> - 
3- (3 -thienyl). 2-propenyl J -l-piperazinyl]methyll-, (3R, 3aS} -rel- (+)- (9CI» 
(CA INDEX NAME) 



Rotation (+) . 
Double bond ge 



Absolute stereocheaiistry unknown, 
jflietry as shown. 




4 52317-89-4 CAPLUS 

3H- tl] Benzopyrano [4 , 3-C] isDxazole, 3a.4-dihydro-7,8-dimethaxy-3- [ (4- [(2E)- 
3-(3-thienyl) -3-propenyl] -l-piperazinyl] methyl)-, (3R, 38S) -rel- (-) - (SCI) 



<I2/04/2007> Erich Leese <12/04/2007> Erich Leese 



10/S13699 



10/513699 



(CA INDEX NAMB» 



Rotation (•} . AbBOlute atereochemistry unknown. 
Double bond geometr/ as shown. 




RN 4S2317.92-9 CAI>LUS 

CN 3H- (l)Benzopyrano[4 ,3-cl Isoxazole. 3- ( (4- |3> <4'bromo'3-chienyl) >3- 

propenyll -l-piperazinyllmethyll -3a,4-dihydro-7. s-dimethoxy-. (3R,3aS) -rel- 
(9CII (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 45231T.94-1 CAPLUS 

CN 3H' [II BenzopyranoU i3-c] laoxazole. 3- ( {4- I3- (S-bromo-3-thienyl} -2< 

propenyl] -l-plperazinyllmethyl] '3a,4-dihydro-7, e-dlmethoxy. {3R,3aS) -rel- 
(9CI) "(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4 5331'} -96-3 CAPLUS 

CN 3H- (l]Benzopyrano[4,3-c}lsoxazoIe, 3- [{4- [3- (2-£uranyl}-2-propenyl} -l- 
piperazlnyl}m«thyl}-3«,4-dlhyaro-7,a-dilnethoxy-, <3R,3a8)-rel- (9CI) 
INDEX KANE) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4B2317-99-6 CAPLUS 

CN 3H- [l]Benzopyranol4,3-c)isoxazole, 3a. 4-dihydro-7, 8-dinethoxy-3- t |4- 13- {3- 
pyridinyl) •3-propenyll -l-piperazinyl]methyll {3R. 3as) -rel- (9CX) (CA 
JtniBX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452318-02-4 CAPLUS 

CN 3H- (ij Denzopyrano(4 ,3-c) iaoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- ( 14- (3- {2- 
pyridlnyl) -3-propenyl) -l-piperazinyl)methyl] <3R. 3aS)>rel- (9CZ) <CA 

INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



<12/04/2007> 



Erich Leese 



<13/04/2007> 



Erich Leese 




0 ^1 r 



452318-04-6 CAPLUS 



3H - Ul BenzopyraroU , 3 -c] Isoxazole, 3 - I [4- [3- [5- (4 -chlorophenyl) -2-£uranyl] - 
2-propenyIl - 1 -pi perazinyl 1 methyl 1 -3a, 4 -dihydro-7, 8-dimethoxy- , 
(3R, 3nS) -rel- OCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 4 52313-07-9 CAPLUS 

CN 3 H - ( 1 1 Benzopy rano 1 4 , 3 - c] isoxazole . 3 a , 4 - di hydro- 7 , a - dimethoxy- 3-((4-{3-(3- 
naphthalenyl) -2-propenyl] •l-piperazinyl)methyl)-. (3R,3aS) -rel- (9CI> (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown, 




Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2318-11-5 CAPLUS 

CN 3H- (l]Senzopyrano[4.3-c} isoxazole. 3a. 4 -dihydro-7, s-dimechoxy-3- ([4- (3- (4- 
quinolinyl) -2-propcnyl1 -l-piperazinyl)methyl] (3R,3aS)-rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




RN 452316-13-7 CAPLUS 

CN 3H- (1] Benzopyrano [4, 3 -cl isoxazole, 3a.4-dibydro-7. 8-dimethoxy-3- ( (4- I3-(2- 
quinolinyl> -2-propenyll -l-pipcrazlnylJmethyU - , {3R,3aS)-rel- (9CII (CA 
INDEX NAME) 

Relative stereochemistry. 

Double bond geometry unknown. 



4 52 318-09-1 CAPLUS 

3H- U J Benzopyrano (4. 3- c] isoxazole, 3a, 4 -dihydro-7, 8 -dimethoxy-3- [ [4- ( (2E) - 
3- (l-naphthalenyl) -3-propenyl] -l-piperazinyl] methyl)-, dihydrochloride, 
(3R,3aS)-rel- iSCl) (CA INDEX NAME) 



<12/04/2O07> 



Erich Leese 



<33/D4/2O07> 



Erich Leese 



OMe 

rS- 
V 



RN 4S2318-15-9 CAJ'LUS 

CN 3H- ( II Benzopyrano (4 , 3-c] isoxazole, 3 - | [4-- [3 - (9-anthracenyl) -2-propenyl] -1- 
piperazinyl] methyl) -3a. 4-ditiydro-7, s-dimeLhoxy- (SCI) (CA INDEX NAME) 




J 



4523la-lB-2 CAPLUS 

3H- Ul Benzopyrano [4, 3-cJiBoxazole, 3a,4-dihydro-7, B-dimethoxy-3 - ll4- I (2E)- 
l-niethyl-3-phenyl-2>propenyI] -l-piperazinyllmechyll (3R.3aS) -rel- (9C1) 



10/513fi99 

(CA INDEX HAHB) 



Relative atereochemlBtry. 

Double bond geometry as shown. 




RN 4S2318-20-6 CAPLUS 

CN 3H-ti) Benzopyrano (4, isoxazole. 3B,«-dlhydro-7, s-dinethoxy-a- [ E«- C(28) 
2 -methyl - 3 -pheny 1 - 2 - propeny 1 ) - 1-pipera zinyl 1 methyl ]-, <3R,3aS)-rel-(+)- 
(9CI) <CA INDEX NAME) 

Rotation {-»}. Absolute stereochemistry un)uioMi. 
Double bond geometry as shown. 




RN 45231B-22-8 CAP1.US 

CN 3H- [1] Benzopyrano (4, 3-c] isoxazole, 3a,4-dihydro-7, 8-diinethoxy-3- I [4- I (3B) 
2-niethyl -3 -phenyl -2-propenyl] -l-pipera£inyl}methyl) di hydrochloride, 
OR,3aS)-rel- (SCI) (CA INDBX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> 




H 



• 2 HCl 



RN 452318-24-0 CAPLUS 

CN 3H- [1] Benzopyrano (4, 3-c] iaoxazole, 3a. 4 -dihydro-7, 8-dimethoxy-3- I [4- K2B) - 
2-fflethyl-3-phenyI-2-propenyl) -1-piperazinyllmethyll (3R.3b5) -rel- I-)- 
(901) (CA INDEX NAME) 

Rotation (-}. Absolute stereochemistry unknown. 
Double bond geometry as shown. 




11 



RN 4S23 1B-27-3 CAPLUS 

CN 3H- (1) Benzopyrano (4 , 3-c] isoxazole. 3a, 4 -dihydro-7, 8-dimethoxy-3- ( l4* I (2e) - 
a-»ethyl-3-phenyl-2-propenylJ -l-piperazinyljmethyl] -. (3R, 3aS) -rel- , 
(2S) -2-butenedioate (1:2) (9CI| (CA INDKX NM!E) 

CM 1 

CRN 452318-36-2 
CMF C27 H3 3 N3 04 

Relative stereochemistry. 
Double bond geometry as shown. 



CM 2 

CRM 110-17-8 
CKF C4 H4 04 

Double bond geometry as shown. 



^x-V^ ^C02H 

H02C 

RN 452318-30-8 CAPLUS 

CN 3H- U) Benzopyrano 14. 3-c] isoxazole, 3- [ I {2R, 58) -2, 5- dimethyl -4- [ (2E) -2- 
methyl- 3 -phenyl -2-propenyl] -1-piperazinyl] methyl] -3a, 4-dihydro-7, 8* 
dimethoxy-. (3R. 3aS) -rel- (9CZ) (CA INDBX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




Me 



RN 452318-33-0 CAPLUS 

CN 3H- [1] Benzopyrano (4, 3-C] isoxazole, 3- [ ( OR. SS) - 3 , S-dimethyl-4- ( (2B)-2- 
methyl -3-phenyl- 2-propenyl] -l-piperazlnyl] methyl] - 3a. 4 -dihydro-7, 8- 
dimethoxy-. (3R, 3aS) -rel- (SCI) (CA INDEX NAMB) 

Relative stereochemistry . 
Double bond geometry as shown. 



<12/04/2007> 



10/513699 



OMe 




RN 4S23ia<34-2 CAPLUS 

CN 3H - 1 1 1 Benzopyrano {4 , 3 - c] isoxazole , 3-[[(3R.6S}-2,« -dimethyl -4-l(aE)-a- 
methyl-3-phenyl-2-propenyl] -l-plperaxinyl)inethyl] •3a,4-dltiy<lro-7, a- 

dimechoxy, ( 3R , 3aS) -rel- (SCI) (CA INDEX NAME! 

Relative stereochemiscry . 
Double bond geometry as shown. 




RN 452318-36-4 CAPLUS 

CN 3H- [11 Benzopyrano (4, 3-c]iaoxaEOle, 3a,4-dihydro-7, 8-dlmethoxy-3- [t4-{<2Z)- 
2-methyl-3-phenyl-2-propenylJ - 1-piperazinyl} methyl) - , UR.3aS)<rel- (9CI) 

{CA INDEX NAME) 

Relative acereochemistry . 
Double bond geometry as shown. 



OMe 




RN 4 523ia-38-6 CAPLUS 

CN 3H' (l]Ben20pyrano(4.3-c]i80xa2ole, 3a. 4-dihydro-7, a-dimethoxy>3- t {4- (2- 

methyl-3-phenyl>2-propenyl}-l-piperazinyl]nethyl]- (9CI) (CA INDEX NAME) 



ci2/04/2007> Erich Lease 



10/513699 



OMe 




Ph-CH=C-CH2 



RN 4 52 318-41-1 CAPLUS 

CN 3H- [II Benzopyrano {4 , 3-c] isoxazole, 3- [ (4- (2, 3 -diphenyl -2 -propenyl) -1- 
plperazinyljmethyl] -3a,4-dihydro-7, B-dimethoxy- (9CI) {CA INDEX NAME) 



OMe 




Ph— CH=C- CH2 



RN 452318-43-3 CAPLUS 

CN 3H- [1) Benzopyrano [4, 3 -cjisoxazole. 3- tl4- (2- (I, I'-biphenyl] -4-yl-3-phenyl- 
2-propenyl) -1 -pi perazlnyl] methyl] -3a, 4-dlhydro-7, 8-dliiiettaoxy>, 
(3R,3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMe 




Ph 



<12/04/aoo7> Erich Leese 



10/S13699 

RN 4S2318-45-S CAPLUS 

CN 3H- (11 Benzopyrano (4 , 3-c] iaoxazole, 3a , 4 -dihydro- 7 , e-dimethoxy- 3 - [ [4- (2- (2- 
naphthalenyl) -3 -phenyl-2-propenyl] - 1-piperazinyll methyl! (3R, 3as) -rel- 
{9CI) (CA INDBX NAME) 

Relative Stereochemistry. 
Double bond geometry unknown. 



OMe 




RN 4S2318-47-7 CAPLUS 

CN 3H- {IJ Benzopyrano (4 , 3-cl isoxazole, 3a, 4 -dihydro-7. 9-diinethoxy-3- [ 14 - [2- 

(phenylmethylene) butyl] -l-piperazinyllmethyl}-, (3R, 3aS) -rel- (SCI) (CA 

INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMe 




.OMe 



RN 452318-49-9 CAPLUS 

CN 3H- [1] Benzopyrano [4 , 3-cJ isoxazole, 3a , 4 -dihydro-7 , a-dimethoxy-3- I (4- [ (2B) - 
2- (phenylmethylene) heptyl} - l-piperazinyDmethyl] - , {3R, 3aS) -rel- (»CI> 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



I0/S13699 



OMe 




H 



RN 452318-52-4 CAPLUS 

CN 3H- [l}Benzopyrano[4, 3 -cl isoxazole, 3- [ |4- ( (2Z) -2-broa6-3-phenyl-2- 

propenyl] -1-piperazinyl I methyl] -3a,4-dibydro-7, 8-dimethoxy- , (3R,3aS) -rel- 
(9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 4S2318-54-6 CAPLUS 

CN 3H- [11 Benzopyrano |4, 3-c) isoxazole. 3- l[4- ((2Z) -2-chloro-3-phenyl-a- 

propenyl] -l-piperazinyDmethyl] - 3a, 4 -dihydro-7, 8-dimethoxy- , (3R,3aS) -rel- 

{9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 4S231B-S7-9 CAPLUS 

CN 3H- II] Benzopyrano (4. 3-c] isoxazole, 3- |{4- [(2Z}-2-fluoro-3-phenyl-2- 

propenyl] -l-piperazinyl ]methyl] -3a, 4 -dihydro-7, 8-dimethoxy-, (3R, 3aS) -rel- 
(9CX} (CA INDEX NAME} 



:12/04/2007: 



Erich Leese 



112/04/2007* 



Erich Leese 



10/513699 



Relative stereochemistry. 
Double bond geonetry as shown. 



OMe 




CN l-Piperasinepropanenitrile, 4- I ( OR, 3aS) -93, 4 -dihydro-?, a-dimethoxy-au- 
(l|benzopyranol4.3-c)iBoxazol-3-yl1iaethyl] • u< (phenylmethylene) - . 
{»Z>-rel- (9CI) (CA INDEX KAME> 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



Kti 4S231B-63-7 CAPLUS 

CN 3H- [11Benzopyrano[4, 3-c] isoxazole. 3> ( [4- t3- [4* (1, l-dimethylethyl) phenyl] - 
2 -methyl - 2 -propenyl ] - 1-piperazlnyl 1 methyl 1 - 3a , 4 -dihydro- 7 . 8-dimechoxy- . 
(3R, 3aS) -rel- OCIJ (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 



OMe 




<12/04/2007> Brich t«C8e 



10/513699 




H 



RN 4 52 318-71-7 CAPLUS 

CN 3H- U) BenzopyranoH , 3-cl iaoxazole, 3- { [4- I(2B)-3- (3 -f luorophenyl) -2-nethyl- 
2-propenyU - i-piperazinyDmethyll -3a, 4 -dihydro-7, 8>dimeChoxy- . 
(3R,3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 4S23ia-73>9 CAPLUS 

CN 3H- 111 Benzopyrano [4. 3-c] isoxazole, 3- [ [4- ((2B)-3- (4 -f luorophenyl) -2-nethyl- 
2-propen-l-yll-l-piperaslnyl}methyl] •3a,4-dihydro-7, a-dlmethoxy. 
<3R,3aS} -rel- (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




RN 4S2318-75-1 CAPLUS 

CN 3H- (llBenzopyrano[4,3-c)i80xazole, 3- [t4- t(2E) -3- (4- f luorophenyl) -2-niethyl- 
2-propen-l-yll -l-piperasinyl] methyl) -Sa, 4-dlhydro-7, a-dimethoxy- , 
(3S,3aR) -rel- (-) ' (CA INDEX NAME) 



10/513699 

RN 452310-65-9 CAPLUS 

CM 3H- II] 8enKOpyrano[4.3-c] isoxazole. 3- [ (4- (3- |1, 1 • -biphenyl] •4<yl-3-nethyl> 
2-prQpenyl) -1-piperazlnyl] methyl] -3a,4-dihydro-7,a-aimethoxy< 

(3R,3a5)-rel- (9CI] (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unknown. 




M 



RN 452318-67>1 CAPLUS 

CN 3H- [llBenzopyrano (4, 3 -c} Isoxazole, 3- I [4- I (22) -3- (4-f luorophenyl) -2-methyl- 
2'propenyl] -l>piperazlnyl]fflethyl} •3a.4*dihydro*'>> a-dimethoxy>, 
OR,3a8}-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



RN 452318-69-3 CAPLUS 

CN 3H- [llBenzopyrano(4, 3 -c) isoxazole, 3- t(4- [ {2Z) -3- (3-f luorophenyl) -2-methyl- 
2-propenyl] -l-piperazlnyl]fflethyl] -3a,4 •dihydro-7 , 8-dimethoxy-, 
OR,3aS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> Brich Leese 



10/513699 



Rotation (-). Absolute stereochemistry unknown. 
Double bond geometry as shown. 




H 



RN 4 52318-77-3 CAPLUS 

CN 3H - (1] Benzopyrano [4 , 3-c) isoxazole. 3a , 4 -dihydro-7, a-dimethoxy}- 1 14* | (2E) • 
3 - (2-n)ethoxyphenyl ) -2-inethyl-2-propenyl] -l-piperAzinyDmethyll • . 
(3R,3aS)-rel- (9CI) (CA index NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




CN 3H- (llBenzopyrano 14, 3-c] isoxazole, 3- [ I4- [ (2B) -3- (3-chloro-6-fluorophenyl} - 
2-methyl-2-propcnyl] -1-piperazinyl] methyl] -3a. 4 -dihydro-7, 8-dimethoxy-, 
{3R.3aS}-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




<12/04/3007: 



Erich Leese 



<12/04/3007> 



Brich beese 



10/S13699 



10/B13699 



RN 4 533ia-SX-9 CAPLUS 

CN 3H- mBenzop/rano(4,3-c] isoxazole. 3 - 1 [4- I (2Z)-3- (2 . S-di fluorophenyl) •2- 
mechy I • 2 - propeny l]<l-piperazinyl) met hyll-3a,4>di hydro* 7 , 8 - dimethoxy- . 
(3R,3aS} -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2318-B3-1 CAPLUS 

CN 3H-[lIBenzopyranol4,3-c]isoxaxole, 3- (I4- [ (2B) -3- (2. S<diCluorophenyl) -2~ 
inethyl-2-propenyl) -loplperazinyllmethyli •■3a,4-dlhydrc-7. 8-dlmethoxy-. 
(3R,3aS»-rel- (9CI) (CA INDEX NAME} 

Relative scereochemlscry. 
Double bond geometry as shovm. 





RN 45231S-81-S CAPLUS 

CN 3H- (l}Benzopyrano {4, 3-c] isoxazole, 3- ( (4- ((2E) -3- (2, 3 -di fluorophenyl) • 
methyl - 2-propenyl 1 - 1 -piperazinyll methyl] • 3a. 4 -dihydro-7, 8 -dimethoxy- , 

(3R.3a5) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RW ♦52318-89-7 CAPLUS 

CN 3H- [ ll Benzopyrano {4 , 3 -c] isoxazole , 3a . 4 -dihydro- 7 , 8 -dimethoxy-: 
inethyl-3- (l-naphchalenyl) -2-propenyl) -l-piperazinyllinethyl] - , 
(3R,3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry unluiown. 



RN 45231S-&5-3 CAPLUS 

CN 3H' (11 Benzopyrano [4, 3-c) isoxazole. 3 - [(4- ( (2Z) -3 - (2. 3-di£luDrophenyl) •2• 
methyl-2■prope^yl| -l-piperazinyl)DiethylI-3a,4-dihydro-7.8-dimethoxy-. 
(3R,3aS} -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




4B231B-91-1 CAPLUS 

3H- [llBenzopyr8not4,3-c) isoxazole, 3- I [4- (2H-l-benzDpyran-3-ylmethyl) -1- 
piperazinyl} methyl) -3a, 4 -dihydro- 7, 8 -dimethoxy-. {3R,3aS) -rel- (9CI) (CA 
INDEX NAME) 



Erich Leese 



<12/O4/2007> 



10/513699 

Relative stereochemistry. 



oxo 




RM 452318-93-3 CAPLUS 

CN 3H- [ 1) Benzopyrano [4, 3 -c) isoxazole, 3B,4-dihydro-7,8-dimethoxy-3- [ t4- [ (2B) - 
3-phenyl-2-butenyl)-l-piperazlnyl]methyl)-. OR, 3aS} -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 45231B-95-S CAPLUS 

CN 3H- (I) Benaopyranoj4 ,3-c) isoxazole. 3a, 4-dihydro-7, e-dimethoxy-3- J t*- ( (2E) - 
3-phenyl-2-butenylJ -l-piperazinyljmethyl}-, (3R, 3aS) -rel- (♦) - (9CI) (CA 
INDEX NAME) 

Rotation (*). Absolute stereochemistry unknown. 
Double bond geometry as shown. 




CN 3H- (1} Benzopyrano [4, 3-c) Isoxazole, 3a,4-diliydro-7,8-dlmethoxy-3-n4- ((2E)- 
3-phenyl-2-butenyl]-l-piperazinyl]methyl)-, (3R,3aS) -rel- (-) • (9CI) (CA 
INDEX NAME) 

Rotation (-). Absolute stereochemistry un)uiown. 
Double bond geometry as shown. 




RN 452318-99-9 CAPLUS 

CN Phenol. 3-l(lB)-3-(4-(l(3R,3aS)-3B,4-dlhydro-7,B-dinethoxy-3H- 

1 1 ) benzopyrano (4 , 3 -c] isoxazol- 3 -y 1 ) nethyll - 1 - piperazlnyl 1 - 1-methyl - 1 - 
propenyll-, rel- (SCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-01-6 CAPLUS 

CN 3H- (1) Benzopyrano (4, 3-c} isoxazole, 3a, 4 -dihydro-?, 8 -dimethoxy -3- I (4- |(2B)- 
3- (3-thienyl)-a-butenyl]-l-piperaBinyl)methyl] -, (3R.3aS) -rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 4S2318-97-7 CAPLUS 



<12/l>4/2007> 



<12/04/2007> 



I0/S13699 



10/S13699 



owe 




RN 4S2319-03-8 CAPLUS 

CN 3H- (1] Benzopyrano(4.9-cl isoxazole, 3a.4-dihydro-7, 8-dimethoxy-3- [ [4- [ (aB) - 
2 -methyl o- (2-thienyl) -2-propenyll -t-plperaxinyl)mthyl] (3R, 3aS) -rel- 

(9CI) (CA INDEX NAME) 

Relative scereochemiscry . 
Double bond geometry as shown. 



OMe 




H 



RN 452319-05-0 CAPLUS 

CN 3H- [UDenzopyranot4 ,3-c] isoxaeole, 3- ({4- ((2E) -3- (2, S-dimethyl-3-thienyl) - 
2-methyl-2-propenyl) -l-piperazinyljmethyll -3a,4-dihydro-">, a-dimethoxy- , 
(3R,3a$} -rel- (9CI) (CA INDEX MAM8> 

Relacive stercochemiscry . 
Double bond geometry as shown. 



one 




CN 3H- [11Benzopyrano[4,3-c]iaoxa2ole, 3- I [4- I I2E) -3- (2-furanyl)-2-methyl-2- 

propenyl) -l-pip«razinyl]inethyll -3a,4-dihydro-7,B-dlmechoxy-, (3R,3a8) -rel- 
(9CI) (CA INDEX NAME) 

<12/04/2007> Erich Leeae 



Relative stereochemistry , 
Double bond geometry as shown. 




H 



RN 452319-09-4 CAPLUS 

CN 3H- (l)Benzopyrano(4.3-c) isoxazole, 3a,4-dihydro-7, 8-dimethoxy-3- { (4- { (2E) - 
2-methyl-3- (3-pyridinyl) -2-propenyl] -1-plperazinyllMthyl) -, OR.3aS)-rel- 
(9CI) (CA INDEX NAME) 

Relative stereochentistry. 
Double bond geometry as sho«m. 



one 




RN 4S23l9-n-8 CAPLUS 

CN 3H- (i]Benzopyranot4.3-c] isoxazole, 3B,4-dihydro-7,B'diraethoxy-3- [{4- I(2E)- 
2-tneChyl-3- (2-tnethyl-4-thia20lyl) -2-propenyll -l-piperazinyl|netbyl} 
(3R. 3aS) -rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




< 12/ 04 /a 007 > Erich Leese 



RN 4523 19-13-0 CAl'LUS 

CN 3H- (1 1 Benzopyrano (4 , 3 -c] isoxazole, 3a , 4 -c]ihydro-7 , B-dimechoxy-3- t [4 - ( (2- 
phenyl- 1-cyclopenten- 1-yl) methyl] - 1 -piperazinyl) methyl J • , (3R, 3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 452319-15-2 CAPLUS 

CN 3H- [1) Benzopyrano {4 , 3 -c) isoxazole , 3a. 4 -dihydro-7. 8 -dimetboxy-3 - [ (4 - (3- 

phenyl-3-propynyl) -1-piperazinyllmethyl] -, (3R,3a9) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




RN 452319-17-4 CAPLUS 

CN 3H- {II Denzapyrano(4,3-c) isoxazole. 3 - [(4 - [3- (2- [4-Cluorophenyl) -1. 3- 
dioxoIa^-2-yl ] propyl] - i-piperazinyllmethyl] -3a, 4 •dihydro-7, 8-dimethoxy- , 
(3R,3aS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



<12/04/2007> 



Erich Leese 





RN 452319-20-9 CAPLUS 

CN 3H- [11 Benzopyrano (4, 3 -c] isoxazole. 3- (l4- (3- (4-fluorophenoxy} propyl] -1 
piperazinyl) methyl] •3a.4-dihydrb-7,8-dimethoxy-, OR. 3aS} -rel- (9CI) 
INDEX NAME) 

Relative stereochemistry. 




RH 452319-22-1 CAPLUS 

CN 3H- 11) Benzopyrano (4, 3 -c] isoxazole. 3- [ (4- [(2B)-4- (2-eiuorophenyl) -2-raethyl- 
2-butenyl] -1-piperazinyl] methyl) -3a, 4-dihydro-7, B-dinethoxy- , 
(3R.3aS}-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




452319-24-3 CAPLUS 

3H- ( 1] Benzopyrano [4. 3 -cl isoxazole, 3a,4-dihydro-7. B-dimethoxy-3- { [4- 

[ (2e.4E)-S-phenyl-3,4-pentadienyl|-l-piperazinyl]aethyl] -, (3R.3aS) -rel- 



<12/04/2007> 



Erich Leeee 



10/513699 
(9CI) 



(CA INDEX NAME) 



Relative scereochemistry . 
Double bond geometry as shown. 



10/513699 

(CA INDEX NAME) 



Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 523 19- 25-4 CAPLUS 

CN 3H- (I) Ben2opyranoj4.3-c) isoxazole. ra,4-dihydro-3- I (4- I (2E) -3-phenyl-2- 
propenyll -l-piperasinyllmethylj OR, 3aS) -rel- (SCI) (CA iriDEX KAHE) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 52319-21-6 CAPLUS 

CN Benzoic acid, 4- 1 (1E> 14- ( t OR, 3bS) '3a.4>dihydro-3H> Ulbenropyranotl ,3- 
c)isoxazol-3-ylllnathyl] -1-piperazinyl) <l-propenyl] methyl eater, rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 

Double bond geometry as shown. 




453319-29-S CAPLUS 

3H- (l)Benzopyrano(4,3-cliBOxazole, 7-nuoro-3a, 4-dihydro-3> ( I4- ( (2B)-2- 
methyl -3 -phenyl* 2 -propenyl] -l-piperazinyllmethyl) - , (3R,3a8} -rel- (9CI) 




RN 452319-31-2 CAPLUS 

CN 3H- (l]Benzopyrano(4.3-cJ i8oxazol-7-ol. 3a,4-dihydro-3- [ 14- 1 (2B) -3-phenyl-2- 
propenyl)-l-piperazinyl)methyl)-, (3R.3aS) -rel- (SCI) (CA INDEX NAHS) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-33-4 CAPLUS 

CN 3H- [l]Benzopyrano[4,3-cJ i80xazol-7-ol, 3a,4-dihydro-3- ( [4- 1 (2E) -2-methyl-3- 
phenyl-2-propenyl) -i-piperasinyl)methyll -. <3R. 3aS) -rel- (9ci> (CA INDEX 

NAHE) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-35-6 CAPLUS 

CN 3H- II] Ben2opyranot4 ,3-cl isoxazole. 3a.4-dihydro-7-methoxy-3 - ( (4- ( (2B) •3«- 
phenyl-2-propenyll-l-piperazinyl]methyl]-, OR.3a8)-rel- (9CX) (CA INDEX 

NAME) 

Relative stereochemistry. 



Erich Leese 



< 12/04/ 2007 > 



10/513699 

Double bond geometry as shown. 




RN 452319-37-8 CAPLUS 

CN 3H- (ilBen2opyrano|4,3-c)iBOxasole, 3a , 4 -dihydro-7-methoxy-3- [(4- [(2S)-3- 
phenyl -2 -propenyl) - 1 -piperazinyl Imethyl J di hydrochloride. 
(3R,3aS) -rel- ( ►) - (9CI) (CA INDEX NAME) 

Rotation (»). Absolute stereochemistry unlinown. 
Double bond geometry as shown. 




RN 452319-39-0 CAPLUS 

CN 3H- [11 Benzopyrano (4 , 3-c] iaoxazole, 3a, 4-dihydro-7-methoxy-3- 1 14- 
phenyl- 2 -propenyl] -1-piperazinyll methyl 1 - , dihydrochloridOt 
(3R.3aS)-rel-(-)- (»CI) (CA INDEX NAME) 

Rotation (•) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 



I 1 1^ 




RN 4S2319-41-4 CAPLUS 

CN 3H- {l)Benzopyrano|4,3-c]isoxazole, 3a, 4 -dihydro-7-methoxy-3- [[4- [(2B) di- 
methyl -3 -phenyl -2-propenyll -1 -piperazinyl I methyl] (3R.3aS) -rel- (9CX) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




452319-43-6P 452319-4S-aP 452319-47-OP 

4S2319-49-2P 452319-S1-6P 4S2319-53-8P 

452319-S5-DP 452919-57-2P 4S2319-S9-4P 

4S2319-61-SP 452319-63-0? 4Sa319-G5-2P 

4S2319-67-4P 4S2319-69-6P 452319-71-OP 

4S2319-73-2P 452319-7S-4P 452319-77-6P 

4S2319-7e-7P 452319-BO-lP 452319-81-2P 

452319-83-4P 452319-85-6? 4523 IS-ST- BP 

452319-89-OP 4S2319-91-4P 4S2319-93-6P 

452319- 95-8P 4S2319-9T-OP 4S2319-99-2P 

452320- 01-3? 4S232D-D3-5P 452320-06-8P 
452320-07-9P 4S2320-09-1P 453320-11-SP 
452320-13-7P 452320-1S-9P 452320-17-lP 
452320-19-3P 4S2320-21-7P 452320-23-9P 
452320-25-lP 4S2320-27-3P 452320-29-5P 
452320-31-9P 4S2320-34-2P 452320-36-4P 
452320-38-6P 452320-40-OP 452320-42-2P 
452320-44-4P 452320-46-6P 4S2320-4B-BP 
452320-S0-2P 4S2320-52-4P 452320-54-6P 
452320-56-8P 4B2330-&8-DP 4$3320-60-4P 
463320-62-SP 452330-64-8? 4S3330-66-OP 
452320-6B-3P 453330-70-fiP 4S3330-73*8P 
4S2320-74-DP 452320-76-2P 463330-7B-4P 
452320-aO-eP 45233O-a2-0P 452320-84-2? 
4S2320-B6-4P 45232D-88-6P 4S2320-90-0P 
452320-92-2F 452320-94-4P 4S2320-96-6P 

452320- 9S-BP 452321-00-5P 453321-02-7P 

452321- 04-9P 452331-06-1? 453321-08-3P 
4S3321-10-7P 452331-13-9P 453331-14-1? 
452321-16-3P 452321-19-6? 452321-31-0? 
452321-23-2P 452321-25-4P 452321-27-6P 
452321-29-eP 452321-31-2P 452321-33-4P 
452321-35-6P 452321-37-8P 452321-39-OP 
452321-41-4P 452321-43-6P 452321-45-BP 
452321-47-OP 4S2321-5S-0P 4S2321-S7-2P 
452321-59-4P 452331-61-8P 452934-93-9P 
452934-94-OP 

RL; PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use)/ aiOL (Biological study) i PRE? (Preparation)/ USES 
(Uses) 



<12/04/2007> 
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Erich Leese 
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(target compound,- preparation and pharmaceutical activity of Buborituted 
isoxasolines as anti^depreasants) 
RN 4523 19-43 -6 CAPLU5 

CN 3H- (1) Benzopyrano[4, 3-c] isoxazole. 3a, 4 -dihydro>7- (2-niethoxyethoxy> -J- [ [4- 
[ (2E) -2-methyl -3 -phenyl-2-propenyl1 - l-piperazinyl ] methyl ) - . OR, 3b$) -rel- 

(9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 492319-49'2 CAPLUS 

CN 3M- [l]BenBOpyrano[4,3-cllBOxasole, 3a,4 -dihydro-7- ( (2- 

met:hoxyechoxy)inethoxy) ^S- I [4- I laE) •2-mechyl-3-phenyl-3-propenyl| - I* 
piperasinyllmethylj-, dihydrochlorlde. OR,3aS)-rel- (9CI) (CA INDEX 

NAME) 

Relative atereochemlstry . 
Double bond geometry as shown . 




H 



RN 452319-45-B CAPLUS 

CN 3H- tl|BenzopyranoI4,3-c)l8oxaxole, 3a,4-dlhydro-7- [ (2> 

methoxyethoxy)methoxyl -3- [ (4- [ (2B} -3 •phenyl -Z-propenyl] -1- 
piperazinyllmethyl] OR.3aS)-rel- (9CI) (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




methoxyethqxyjmethoxy] -3- {{4- 1 (2E) • 2-mechyl -3 -phenyl - 2 -propenyl] -1- 
piperazinyl] methyl] (3R, 3aS) -ret- (9CI}' (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shotm. 




• 2 HCl 



RN 452319-51-6 CAPLUS 

CN carbamic acid, ethyl-, (3R, 3bS} -3a,4-dihydro-3- ( (4- [ (2E) -2-methyI-3-pheflyl- 
2-propenyl] -1-piperazinyllmethyl] -3H- Il]benzopyrano[4,3-c) isoxazol-7-yl 
ester, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-53-8 CAPLUS 

CN 3H- [l|Benzopyranol4,3-c)isoxazol-7-ol, 3a,4-dihydro-3- [ (4- [ (28) -S-phenyl-a- 
propenyll -l-piperazinyDmethyl] acetate (ester), (3R,3aS} -rel- (9CI} 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<:12/04/2007> 




RN 4S2319-55-0 CAPLUS 

CN 3M- [l)Benzopyrano[4, 3-c] isoxazol-7-ol, 3a,4-dihydro-3- t I4- ((2E) -2-methyl-3- 
phenyl-2-propenyl) -l-piperazinyl)methyl}-. acetate (ester), OR, 3aS) -rel- 

(9CI) {CA INDEX NAMB) 

Relative stereochemiscry . 
Double bond geometry as shown. 




RN 4 52319-57-2 CAPLUS 

CN 3H- 111 Benzopyrano(4.3-c] isoxazol-7-ol . 3a, 4-dihydro-3- [ (4- ( (28) -2-methyl-3- 
phenyl-2-propenyl}-l-piperazinyl]nethyl)-, propanoate (ester), 

(3R,3aS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-59-4 CAPLUS 

CN Acetic acid, nethoxy-, OR, 3aS) -3a.4-dihydro-3- [ (4- ( (2B1 -a-methyl-s-phenyl- 
2-propenyl] -1-piperazinyl) methyl) -3H- [l)benzopyrano(4, 3-c] l80xazol-7-yl 
ester, rel- (9CI] (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-«l-a CAPLUS 

CN Cyclopropanecarboxylic acid, OR, 3aS) -3a.4-dihydro-3- I (4- [ (2B) -2-methyl -3- 
pheny 1 - 2 - pr openy 1 ] - 1 - pipera zinyl ] met hy 1 1 - 3H • [ 1 1 bcnsopyrano [4 , 3 • c] isoxazol - 

7-yl ester, reX- (9Ci) tCA index hahb) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-63-0 CAPLUS 

CN Propanoic acid, 2, 2 -dimethyl - , {3R,3aS) -3a,4-dihydro-3- 1 (4- [ (2E)-2-methyl- 
3-phenyl-2-propenyl ) -1-piperazinyl ] methyl } -3M- (l) benzopyrano (4.3- 
c] i80xazol-7-yl ester, rel- (9CI> (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2319-65-2 CAPLUS 

CN 2-Propenoic acid, (3R,9aS) -3a.4-dihydro-3- ( [4- ( (3B) -2-n«thyl-3-phenyl-2- 
propenyl) - l-ptperazinyllmethyl] -3H- (ll benzopyrano |4 . 3 -cj iaoxa«ol-7-yl 
ester, rel- (9CI} (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 



<l2/04/2007> 
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H 



RN 4S2319-67-4 CAPLUS 

CN 3H* [l)Ben£opyranQ(4,3-c1i80xazole, 7- (cyclopentyloxy)-3a.4-dihydro-3- [(4- 
l<2Et-2-methyl-3-ptienyl-2-propenyll -l-piperazinyllmethyl] - . C3R,3bS> -rel- 
{9CI) <CA INDEX NAME) 

Relative stereochemifltry. 
Double bond geometry na ahown. 




H 



RN 4S2319-69-6 CAPLUS 

CN 4-Pyrldinecarboxylic acid, (3R,3aS)-3a,4-dihydro-3- [ [4- [(2E}-2-methyl-3- 
phenyl-2-propenyl] -1 -pi peraKinyll methyl] -3H- (l]benzopyrano(4. 3-c) iioxasol- 
l-yl ester, rel* (9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452319-71-0 CAPLUS 

CN Ethanamine, 2-11 (3R, 3aS) - 3a , 4 -dihydro- 3 - I (4- I (2E) - 2 -methyl -3 -phenyl -2- 

propenyll -l -piperazinyl tmethyl] -3H- [llbenzopyrano [4, 3-c} Isoxazol-T-yDoxy] - 
N. N-dimethyl-, rel- (9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> Erich Leese 
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CI 




H 



RN 452319-78-7 CAPLUS 

CN 3H> (llBenzopyranoM ,3'C) isoxazole, 8-bronio-3a,4-dihydro-3- [(4- I (2E)-3- 

phenyl-2-propenyl)-l-pipera2inyl)methyl)-. (3R. 3aS) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




H 



RN 4 52319-80-1 CAPLUS 

CN 3H- til Ben2opyranot4.3-cU»oxazDle. 8-bromo-3a.4-dihydro-3- 1(4- [{2E)-3- 

phenyl-2-propenyl]-l-piperazinyl]«nethylJ-. (3R,3aS) -rel- (+) - (9CI) (CA 
INDEX NAME) 

Rotation (>) . Abaolute stcreochemiatry uniinovn. 
Double bond geometry as shown. 



Br 




H 



RN 4S2319-81-2 CAPLUS 

CN 3K- {l1Benzopyrano[4.3-cliBoxazole. B-bromo-3a,4-dihydro-3- ( [4- ((2B) -3• 
phenyl-2-propenyl| -i-piperazinyllmethyl) - . <3R,3aS)-rel- (-)- <9CI) (CA 



10/S13699 




RN 452319-73-2 CAPLUS 

CN 3H- (l}BenzopyrBno(4, 3-c] i80xazol-7-ol , 3a.4 -dihydro-3- [ [4- 1 (2B) *2-methyl-3 
phenyl-2-propenyl] -l-piperazinyl]fnethyll hydrogen sulfite (ester), 
(3R,3aS) -rel- (9CI) <CA INDEX NAME) 

Relative atereochemiatry , 
Double bond geometry as shown. 




CM 3H- (1] Benzopyrano(4 . 3-cJ isoxazole. S-ehloro-sa, 4 -dihydro-3- [ (4- ( (2B) -3- 

phenyl-2-propenyl] -l-piperazinylj«thyll OR. 3aS} -rel- {9CI> (CA INDEX 

NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



CI 




RN 4 52319-77-6 CAPLUS 

CN 3H- tllBenzopyrano(4.3-c) isoxazole, B-chloro- 3a , 4 -dihydro-7-methoxy-3 - ( (4- 
( (2E) -2-fflethyl -3 -phenyl -2 -propenyl) -1-piperazinyl] methyl) (3R.3bS) -rel- 
(9CI> (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<3a/O4/2007> Erich Leese 



10/S13699 

INDEX NAME) 

Rotation <-). Absolute stereochemistry unlcnown. 
Double bond geometry as shown. 




RN 452319-83-4 CAPLUS 

CN 3H- [l]Benzopyrano(4, 3-c] Isoxazole, 7,B-difluoro-3a,4-dihydro-3- ( [4- I (2E) -2 
methyl-3-phenyl-2-propenyl)-I-piperaEinyl]methyl] -, (3R.3aS) -rel- (9CI) 
(CA INDEX HAKE) 

Relative stereochemistry. 
Double bond geometry as shown. 




H 



RN 452319-85-6 CAPLUS 

CN 3H- [11 Bensopyranot4, 3-C] isoxazole. a-nuoro-3a,4-dihydro-7-methoxy-3- |(4- 
l ( 2B) - 2-methyl -3 -phenyl -2 -propenyll • l-piperazinyl J methyl) - . OR, 3aS) -rel - 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




H 
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RN 453319-87.8 CAPLUS 

CN 3H- IlIBenzopyrano(4, 3-c] isoxazole, 3a,«-dihydro-8-phenyl-3- I |4- [ (2B)<3> 

phenyl-2-propenyl] -I'piperazinyll methyl)-, (3R,3aS)-Tel- (9CI) (CA xndbx 

NAME) 

Relative atereochenistry. 
Double bond geometry as shoim. 




BN 4 52319.09-0 CAPLUS 

CN 3H- (llBenzopyrano[4, 3-c) isoxasole, 3a. 4-dihydro-8'methyl-3- ( (4- ( (2B)-3- 

ptienyl-2-propenyl) • j-piperazinyllmethyl] (3R, 3aS) -rel- (9CI) (CA INDEX 
NAMB) 

Relative Btereochemistry. 
Double bond geometry aa shown. 




RN 4S2319-93-6 CAPbUS 

CN 3H-[l]Benzopyranol4,3-c]isoxasole>7,8-dlol, 3a. 4-dihydro-3- |J4- [(2E)'2- 
methyl- 3 -phenyl -2-propenyl] -l-piperazinyllmethyll - , di hydrochloride. 
(3R.3aS) -rel- (9CI> (CA IHDBX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 S23 19-91-4 CAPLUS 

CN 3H- ll]B€nzopyrano{4,3-c)i80xazole, 8- riuoro-3a, 4-dihydro-3 - [ l4- l(2E)-2- 
methyl -3-phenyl -z-propenylj -l-piperazinyll methyl] -7- (methylthio) - . 
OR, 3ns) -rel- (9CII (CA INDEX NAME) 

Relative scercochemiscry. 
Double bond geometry as shown. 



RN 4S2319-9S-f CAPLUS 

CN 3H- [1] Benzopyrano[4 , 3-c] ieoxazol-8-ol. 3a, 4-dihydro-7-methoxy-3- t (4- ( (2B) • 
2-methyl-3-phenyl-2--propenyll -l-plperazinyl]methylj (3R, 3a8) -rel* (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry aa shown. 




cl2/04/2007> 
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RN 4S3319-97-0 CAPLUS 

CH 3H- [1] Benzopyrano[4, 3-c) isoxaBol-S-ol , 3a,4-dihydro'7-methoxy-3- [ J4- [ (2E) - 
2-methyl.3 -phenyl- 2-propenyl} -l-piperazinyl) methyl ) > , acetate (ester) , 
(3R,3aS)-rel- (9CT} (CA INDEX NAMB) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 92319-99-2 CAPLUS 

CN Ethanol. 2- 1 1 (3R,3aS)-3a.4-dihydro-7-methuxy>3- ( [4- ( (2E) -2-methyl -3 -phenyl - 
2-propenyl) - 1-piperazinyl ) methyl] -3H- [l]benzopyrano(4,3-c) isoxazol-S- 
ylloxy]-. acecate (ester), rel- {9CI) ICA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Me ^/^x, 





RN 452320-03-5 CAPLUS 

CN 3H- (UBen20pyrano(4.3-c) isoxazol-T-ol . 3 - [ M - 1 (2E) -3- (3-f luorophenyl) -2- 
methyl -2 -propenyl) -i-piperarinyl) methyl] ~3a. 4-dihydro-8-methoxy-. acetate 
(ester), (3R, 3aS) -rel - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452320-06-8 CAPLUS 

CH 3H- (1] Benzopyrano(4 . 3-cli80xazol-7-ol. 3- t (4- C (2B) -3- (4-£luorophenyl) -2- 
methyl - 2 -pr openyl 3 - 1 -piperaziny 1 1 methyl) - 3a . 4 -di hydro- 8 -nethoxy- , acetate 
(ester), (3R,3as)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 452320-01-3 CAPLUS 

CN 3H- (l)Benzopyranol4, 3-cJ isoxazole, 3a, 4-dihydro-8-niethoxy-3- ( [4 - ( (2E) - 3 - 

phenyl-2-propenylJ -i-piperazinyDmethyl) (3R, 3aS) -rel- (9CI) (CA INDEX 

NAME) 

Relative auereochemietry . 
Double bond geometry as shown. 




4S2320-07-9 CAPLUS 

3H- [l]Benzopyranot4 ,3-c] iBOxazol-7-ol. 3- I [4- ( (2E) -3- (4- C luorophenyl) -2- 
propenyl] -l-pipera2lnyl)Riethyl)-3a,4-dihydro-8-methoxy-, acetate (ester) , 
(3R,3aS) -rel- (9CI) (CA IHDBX NAMB) 



<12/04/2a07> 



Erich Leese 



Erich Leese 



Relative stereochemistry. 
Double bond geometry as shown. 




RN 4 52320-09-1 CAPL.US 

CN 3H- 111 BenzopyranoU ,3-c) isoxazole, 7- (cyclopropylmethoxy > -3- I [4- ( (2E) -3- (4- 
f luorophenyl) -2'inechyI>3»propenyl] 'l-piperazinyl] methyl] ^Sa, 4-dihydro»8- 
mechoxy• . (3R,3aS} -rel- <9CI) {CA INDEX KAME) 

Relative stereochemistry. 
Double bond geometry bb shown. 




RN 452320-11-5 CAPLUS 

CM Cyclopropanecarboxyllc acid. (3R. 3aS) -3a,4-dihydro-8-methoxy-3 - ( (4- t {2E) -2- 
Methyl-3-phenyl-2-propenyl] - l-piperazlnyl] methyl 1 -3H* (llbenzopyrano|4 , 3 - 
c] iaoxazol-7-yl eater, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as' shorn. 




<12/04/2007» 



RN 4S2320-13-7 CAPLUS 

CH 3-t>yridinecarboxylic acid, (3R,3aS) -3a.4-dthydro-8-methoxy-3- I [4- I <2E) -2- 
methyl -3 'phenyl-2 -propenyll - l-piperB£inyl I methyl ] -3H' {1) benzopyrano 14 . 3 ' 
c]isoxazol-7>yl ester, rel- (»«> (CA INDEX Name) 

Relative stereochemiscry. 
Double bond geometry as shown. 




RN 453330-15-9 CAPLUS 

CN Carbaraic acid, ethyl-. {3R, 3aS) -Sa. 4-dihydro- 6-methoxy-3- t U- I (2B> -3- 

methyl-3-phenyl-2-propenyl] -l-piperazinyl] methyl) -3H- (l]benzoi}yraAo(4,3- 
c]isoxazol>7-yl ester, rel- (9CI) (CA index Name) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2320-17-1 CAPLUS 

CN Ethanamine, 3- [ I (3R.3a8) -3a, 4-dlhydro-8-methoxy-3- 114-1 (2E) -2-nethyl-3- 

phenyl-2-propenyl]-l-plperazlnyl)methyll -3H- {llbenzopyrano(4,3-c3 isoxazol- 
7-yl)oxy)-N.N-dimethyl-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<].2/04/3007> 



Erich Leese 



10/513S99 




CN 3H- Il]Senzopyranol4 ,3-c)isoxazole, 3a,4-dihydro-8-mechoxy-7- 1(2- 

methoxyethoxy>methoxy1 -3- ( [4-1 (2E)-2-mechyl-3-phenyl-a-propenyl]-l- 
piperazinyl] methyl] -, (3R, 3a6} -rel- Oci) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 



Ph 




OMe 



K 



RN 452320-21-7 CAPLUS 

CH Carbonic acid. (3R. 3aS) -3a.4-dihydro-a-methoxy-3- [ [4- t (2EI -2-methyl-3- 

phenyl-2-propenyl] -l-plperazinyl]methyll -3H- [1] benzopyrano[4 , 3-c} isoxazol- 
7.yi methyl ester, rel- (9CI) (CA INDEX name) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




RN 453330-23-9 CAPLUS 

CN 3H- [l]BenKopyraRo(4. 3-c}i80xazole, 3«,4-dihydro-8-»ethoxy-3- J [4- ( (2B) -2- 
methyl-3-phenyl-2-propenyll -l-piperazinyl)methyl] -7- (2-propenyloxy) -, 
<3R,3aS)-rel- (»CI) (CA INDEX NAME) 



10/S13699 



Relative stereochemistry. 
Double bond geometry as shown. 




CH2 



M 



RN 452320-25-1 CAPLUS 

CN Ethanol, 3- 1 1 (3R,3a3) -3a, 4-<Jihydro-B-(nethoxy-3- 1 [4- ( (2E) -2-mf!thyl-3-phenyl- 
2-propenylJ -l-piperazinyl] methyl) -3H- [1 ) benzopyrano{4 , 3 -c) isoxazol-7- 
ylloxy]-, di hydrochloride, rel- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




• 2 HCl 



RN 452320-37-3 CAPLUS 

CN 3H- [].)Benzopyrano|4.3-c]isoxazol-7-ol. 3a.4-dihydro-a-iMthoxy-3- ( I4- ((28) - 
2-methyl-3-phenyl-2-propenyl] -l-piperazlnyl)methyl} merhanesulfonate 
(ester). (3R, 3as} -rel- (9CI) (CA INDEX name) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> 



Erich Leeae 



:12/04/2007: 



Erich Leese 



10/513699 



1D/S13699 



o o 



RN 453330-29-6 CAPLUS 

CN 3H- (I] Benzop/irano[4 . 3-cl isoxBzole. 3B,4-dihydro-s-inethoxy-3- [{4- [(2B>-2- 
methyl-3'phenyl-2-prop«nyI> •l-pip«razinyllmethyl] -. <3R, 3as) -rel- (9CI> 

(CA INDEX NAME) 

Relative stereochemiscry . 
Double bond geometry as shown, 



Relative stereochemiatry . 
Double bond geometry as shown. 





RN 452320-3 1-9 CAl'LUS 

CN 3H- (llBeiizopyranol4.3-c]iaoxazole, 3a, 4 -dihydro-8-methoxy-3- [ (4- [ (2E>-2- 

methyl-3-phenyl-2-propenyl) -l^plperazinyl I methyl] -7-phenyl-, (3R, 3aS> -rel- 
(9CI} (CA INDEX NAME) 

Relative stereochemistry, 
Double bond geometry as shown. 



RN 452320-36-4 CAPLUS 

CN l8oxBzolol4,3-c]quinoline, 3,3a,4,s-tetrahydro-3- I [4- [ (2E) -3-phenyl-2- 
prop«nyl]-l-plperazlnyl]mechyl]-, (3R,3aR) -rel- (9Ci) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry «s shown. 




452320-34-2 CAPLUS 

3H- (l)Benzopyrano(4,3-c)lsoxa30ls, 3B.4-dihydro-S-methoxy-3- ( (4- l(2E>-2- 
methyl -3-phenyI-2-propenyl] -l-piperazinyl]methyll -7- (methylthio) 
<3R.3aS)-rel-, monoltrif luoroacetate) (9CI) (CA index NAME) 



452320-38-6 CAPLUS 

Isoxazolo [4 ,3-c]quinoline. 3 . 3a, 4, 5-tetrahydro-3- { (4- { (2B) -2-methyl-3- 
plienyl-2-propenyl] -1-piperazinyl] methyl]-. (3R, 3aR} -rel- (9CI) <CA INDEX 



<12/04/2007> 



<12/04/2007> 



Relative stereochemistry. 
Double bond geometry as s 



RN 45J320-40-0 CAPLUS 

CN Isoxazolo I4 , J-c3 quinoline, 3 , 3a , 4 , S-tetrahydro-7, 8-dimethoxy-3- 1 [4- ( (2E) -3 - 
phenyI-2-propenyl) -l-piperazinyl]methyl] (3R, 3aR} -rel - (9CI} (CA INDEX 

NAME) 

Relative atereochemiscry . 
Double bond geometry as shown. 




RN 452320-42-2 CAPLUS 

CN laoxasolo (4, 3 -cl quinoline. 3- C f4- t {2E) -3- (3-fluorophenyl) -2-propenyl] -l- 
piperazinyl 1 methyl 1 -3 , 3a, 4 . 5-tetrahydro-7, 8-dimethoxy- , (3R.3aR) -rel- 
(9CI) <CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




4S2320-44-4 CAPLUS 

Isoxazolo [4. 3 -c] quinoline. 3 - ( [4- ( <2EI -3- (3-£Xuorophenyl) -2-propenyl) -1- 
' piperazinyl] methyl] •9,3a,4,5-tetrahydro-7, B-dimethoxy- , 43R,3aR) -rel- ( + } • 



10/513699 

(9CI) 



(CA INDEX NAME) 



Rotation <+) . Absolute stereochemistry unknown. 
Double bond geometry as shown. 




RN 453320-46-6 CAPLUS 

CN Isoxazolo [4, 3 -c] quinoline, 3- ( (4- t (2E) -3- (3-£luorophenyl) -2-propenyl] -1 - 
piperazinyl I methyl) -3,3a.4, 9-tetrahydro-7, 8-dimethoxy-. (3R, 3aR) -rel- (->- 
(9CI) (CA INDEX HAH8) 

Rotation (-). Absolute stereochemistry unknown. 
Double bond geometry as shown. 




RN 4523 20-4 S-B CAPLUS 

CN Isoxazolo [4. 3 -c) quinoline. 3- [ t4- I (2E} -3- (4-fluorophenyl) -2-propenyl] -l- 
piperazlnyl ) methyl ] -3 . 3a , 4 , S -cetrahydro-7 , 8-dlmethoxy- . (3R. 3aR> -rel - 

(9CI) (CA INDEX NAME) 

Relative atereochemistry . 
Double bond geometry as shown. 




<13/04/3007> 



10/513699 



RN 452320-50-2 CAPLUS 

CN l9oxazoloI4 , 3-clqulnollne, 3 , 3a,4. 5-tetrahydro-7-mechoxy-3 - [ (4- [ (2B) -a- 
methyl-3-phenyl-3-propenyl]-l-plperazinylJmethyl]-. <3R. 3aR) -rel> (9CI) 

(CA IHDBX NAME) 

Relacive Btereochemiatry. 
Double bond geometry as ahown. 



RN 4 52320-56-8 CAPLUS 

CN l80xasolo|4,3-c]guinoline, 3«3a.4,s-tetrahydro-?-methoicy-3- { [4- ((2B) -a- 
ioethyl-3-phenyl-2-propenyl] -l-piparazlnyllmecbyl] -S- (phenylmethyl) • , 

(3R,3aR}-rel- OCX) (CA IHDBX NAME) 

Relative stereochemistry. 
Double bond geometry as shoim. 



Me k^^V^ 





RN 4S2320-52-4 CAPIjUS 

CN ifloxasoloU .3-clquinoline. 3,3a,4, S-tecrahydro-5-nicthyl-3- [ I4- t {2E)-3- 

phcnyl-2-propenyl)-j-piperazinyl)nethyl] -. (3R, 3aR) -rel- OCX) (CA INDEX 

NAME) 

Relative stereochenistry . 
Double bond gcomecry as shown. 



RN 452320-58-0 CAPLUS 

CN l30xazolo{4 , 3 -clquinoline , 3 , 3a. 4 , 5-tetrahydro-7, B-ditnethoxy-s- I [4- I (2E} -3- 
phenyl-2-propenyl] -1-piperazinyl] methyl 1 -5- (trlf luoroacetyl) - . 
(3R,3aR)-rel- OCI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452320-54-6 CAPLUS 

CN isoxazolot4 ,3-c)quinollne, 3, 3a,4 , S-tetrahydro-^, a-dimethoNy-5-lnethyl•3- 
t (4- [ (2B) -2-niethyJ-3-phenyl-2-propenyll -1-piperazinyl] methyl] - , 
<3R,3aR) -rel- (9CT) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 4S2320-6O-4 CAPLUS 

CN Isoxazolo[4, 3-c)quinoline, 3, 3a, 4, 5-tetrahydro-3- f l4- ( (2E) -3-phenyl-2- 

propenyl) -l-piperarinyll methyl] -5- (trif luoroacetyl) -, (3R,3aR) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry, 
Double bond geometry as shown. 




Erich Leese 



RN 4 52320-62-6 CAPLUS 

CN Isoxazolo[4 , 3-c)quinoline, S-acetyl-3 ,3a, 4 , 5-tetrahydrO'3 - t (4 - | (2E> -3- 

phenyl-2-propenyl] -1-piperazinyl] methyl) (3R,3aR} -rel- Oci) (CA index 

NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 452320-68-2 CAPLUS 

CN Naphth[1.2-c)isoxazole, 3 , 3a, 4 , 5- tetrahydro-7-methoxy-3 - I {4 - [ (2B) -S-phenyl- 
a-propenyl) -l-piperazinyl]methyl] dihydrochloride, (3R,3aR) -rel- (SCI) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



M ^ O ^1' 





RN 452320-64-e CAPLUS 

CN Isoxa=olol4.3-c1quinoline-S(3>l}-carboxylic acid, 3a. 4-dihydro-3 - ( (4- [ (2E) - 
3-phenyI-2-propenyl] -l-piperazinyDmethyl)-. ethyl ester, (3R, laR) -rel- 
(9CI) tCA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



Y 



RN 4533 20-66-0 CAPLUS 

CN l80xazolot4,3-c]quinoline-S(3H) -carboxamide, N-ethyl-3a, 4-dihydro-3' [ (4- 
{ (2B) -3-phenyl-2-propenyl] - 1-piperszinyl] methyl) - , (3R,3aR) -rel- (9CI) 

<CA IHDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



RN 452320-70-6 CAPLUS 

CN Naphthd, 2-c] isoxazole, 3,3a.4, 5-tetrahydro-3- [ (4- t (2S) -3-pheny]-2- 

propenyl] -l-piperazinyl]methyl]-, (3R,3aR} -rel- <9CX) (CA IHDBX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452920-72-B CAPLUS 

CN 3H- [DBenzopyrano (4, 3-c] isoxazole, 3a,4-dihydro-3- ( [4- (phenylmethyl) - 1- 
piperazinyljmethyl)-, (3R.3aS) -rel- (9CI> (CA INDEX NAME) 

Relative stereochemistry. 




RN 452330-74-0 CAPLUS 



<12/04/2007> 



<12/04/2007> 



10/513699 



10/S13699 



CM 3H- lltaenzopyranof4, 3-c] isoxazole. 3a, 4 -di hydro- 3- I [A- (3-phenylpropyl) -l- 
pLperasinyl)lnethyl 1 • . (3R,3aS}-rel- {9CI) (CA INDEX NAME) 

Relative scereochemistry . 



^. <CH; 

Ph 




RN 4S2320<76-2 CAPUUS 

CH 3H- 111 BenzopyranoI4.3-cl isoxazole, 3a,4 •dihydro-7-tnethoxy3- I [4 - (2- 

naphthalenyloiethyl) -l-piperazinyl|inethyl] dihydrochlorlde, (3R, 3as) -rel- 
(9CI) (CA INDEX NAME) 

Relative scereochemistry. 




H 



• 2 liCl 



RN 452320-7e-4 CAPLUS 

CN 3K- m Bensopyrano[4,3-c) isoxazole, 3a, 4-dlhydro-7- [ (2- 

mechoxyethoxy)iaechoxy| -3- [ (4- (2-naphthalenylmethyl) - l-plperazinyljmethyl) - 
, (3R,3«S)-rel' (9CI) <CA XNOEX NAME) 

Relative scereochemistry. 



PAGE 1-A 




<12/04/2007> Erich Leese 
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"^OMe 

RM 452320-80-a CAPLUS 

CN 3H- U}Benzopyrano[4,3-c] isoxazol-7-ol, 3a ,4 -dihydro-3- [ (4- (3- 

naphthalenylmethyl) 'l-piperazinyDmethyll <3R, 3aS) -rel- (9CT) (CA INDEX 
NAME) 

Relative stereochemistry. 




H 



RH 452320-82-0 CAPLUS 

CN 3H- [llBenzopyranot4,3-c] isoxazole, 7- (cyclopropylmechoxy) -3a,4-dihydiro-3- 
t (4- (2-naphthalenylmethyl) -1-piperazinyllmethyl] (3R. 3aS) -rel- (9CI) 
(CA INDEX NAME) 

Relative scereochemistry. 




H 



RH 4S3320-»4-2 CAPLUS 

CN 3H- ll]Benzopyr«nol4.3-c)isoxasole, 7- (difluoromethoxy) -3a.4-dihydro-3- ( [4 
(2-naphthalenylmethyl)-l-piperazinyl|methyl)-. (3R. 3aS)-rel- (9CZ) (CA 
INDEX NAME) 

Relative stereochemistry. 




H 



el2/04/2007> Erlch Leese 



10/513699 

RN 452320-e6-4 CAPLUS 

CN 3H- [1] Benzopyrano(4, 3 -c] isoxazole, 3a, 4-dihydro-3- 1 (4- (2- 

naphthalenylmechyl) -l-piperazinyljcnethyl] -7- ( (tetrahydro-3-furanyl>oxyJ 
(3R.3aS)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 452320-88-6 CAPLUS 

CN 3H- [11 Berizopyranol4, 3-c) isoxazol - 7-ol , 3a , 4 -di hydro-3 - ( |4- (2- 

naphthalenylmethyl) -i-piperazinyl)«tiethyll -, acetate (eater), (3R, 3aS) -rel- 

{9CI) (CA INDEX NAME) 

Relative scereochemistry. 




H 



RN 4S2320-90-0 CAPLUS 

CN 3H - m Benzopyrano [4 , 3 -c} isoxazol -7 -o J , 3a,4-dihydro-e-methoxy-3 - [ l4- (2- 

naphthalenylmethyl) -i-piperazinyl Jmethyll - , acetate (ester), (3R, 3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




H 



RN 4 52320-92 -2 CAPLUS 

CN 3H- [11 Benzopyrano [4 . 3-cl isoxazol-7-ol , 3b. 4-dihydro-a-methoxy-3- I (4 • [ (2E) - 
3-phenyl-2-butenyl}-l-piperazinyllmetbyl)-, acetate (ester), OR. 3aS) -rel- 



10/513699 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



one 




RN 452320-94-4 CAPLUS 

CN 3H- (1] Benzopyrano 14 ,3 -cj isoxazole. 3- ( [4- ( (2E) -3- (2-fluorophenyl) -2- 

butenyl] -l-piperazinyl] methyl) -3a,4-dihydro-7, 8-dimethoxy- , (3R,3aS) -rel- 
(9CI} (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452320-96-6 CAPLUS 

CN 3H- 111 Benzopyrano{4 ,3-cl isoxaeole, 3- ( (4- [(2B) -3- (3-fluoraphenyl) -2- 

butenyl] -l-piperazinyl] methyl] -3a,4-dihydro-7,a-dimethoxy-, OR. 3aS)-rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




H 



ci2/04/2007> Erich Leese <12/04/2007> Erich Leese 



10/513699 



10/S13699 



RN 452320-98-8 CAPLUS 

CN 3H-UlBenzopyrano|4.3-c)i«ox«20le, 3- 1 14- [ (2E) -3- (4-£luorophenyl} -a- 

butenyl] -l-plperazlnyDmethyl] •3a.4-dihydro-7,8-dlinechoicy-, (3R,3aS) -rel- 
(9CI) (CA INDEX NAME) 

Relacive stereochemistry. 
Double bond geometry as shown. 




RN 45232I'00-S CAPbUS 

CM 3H- [llBenzopyrftnol4, 3-c)i8oxaBole, 3a,4-dihydro-7, 8-dimethoxy-3- I {4- [ (2E> - 
3- (4-inechoxyphenyl) -2-butenyl) -l-piperazinyllmethyll -, (3R, 3a8» -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shom. 




RN 452321-02-7 CAPLUS 

CN 3H- |l)Benzopyrano[4,3-c] isoxazole, 3a, 4-dihydro-7, 8-dimethoxy-3 - (14- I (2E)- 
3- [3- {trifluoromethyl) phenyl] -2'butenyl] -l>piperazinyl]methyl1 -. 
{3K,3aS) -rel- <9CI) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4S2321-04-9 CAPLUS 

CN 3H- [ijBenzopyrano 14, 3 -c) isoxazole, 3a< 4-dihydro-7. 8-dimethoxy-3- ( U - (<2E) - 
3- [4- (trif luoromethyl>phenylJ -2-butenyl] -l-piperazinyl}tnethyl] 
(3R,3aS)-rel- (9CI) (CA INDBX HAMS) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 452321-06-1 CAPLUS 

CN 3H- [llBenzopyranol4,3-c] isoxazole, 3 - [ (4- [ (2E) -3- (2 -chlorophenyl ) -2- 

butenyll-l-piperazinyl|niethyl]-3a.4-di hydro -7,8- dimethoxy (3R,3aS}-rel- 
(9CI) <CA ZKDBX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





452321-08-3 CAPLUS 

3H- tl] Benaopyrano [4, 3 -c] isoxazole. 3- [ (4- ( (2E) -3- (3-chlorophenyl) -2- 
butenyl] -l-piperazinyl) methyl] -3a, 4-dihydro-7. 8-dimethoxy- , (3R, 3aS) -rel- 
•(9CI} (CA INDEX NAME) 



Relative sceroochemistry . 
Double bond geomietry as shown. 




RN 452321-10-7 CAPLUS 

CN 3H- tilBenzopyrano(4, 3-c) Isoxazole, 3-1 [4- ((2E)-3- (4'ChXorophenyl) -2- 

butenyl] - l-piperaeinyl] roethylj -3a, 4-dihydro-7 , a-dinethoxy- , (3R,3aS) -rel- 
(9CI1 (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 4523 21-12-9 CAPLUS 

CN 3H- tl] Benzopyranol4, 3-c] isoxazole, 3a, 4-dihydro-7, B-dimethoxy-3- [ (4- [ (2B) - 
3- (4-methylphenyl) -2-butenylJ -l-piperazinyllinethyl] (3R, 3a8) -rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 





RN 4 52321-14-1 CAPLUS 

CN 3H- [ij Benzopyrano (4, 3 -c] isoxazole, 3a, 4-dihydro-7, e-dinethoxy-3- I [4- ( {2B>- 
3- (2-methoxyphenyl) -z-butenyl] -1-piperazinyl] methyl) >, {3R.3aS) -rel- (9CI1 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RN 453321-16-3 CAPLUS 

CN 3H- II] Benzopyrano (4 ,3 -cl isoxazole. 3a, 4-dihydro-7, 8-dimethoxy- 3 - 1 14- [ (2E) - 
3- (3-inethoxyphenyl) -2-butenyl] -1-piperazinyl] methyl] (3R, 3aS) -rel- (9CI) 

(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 




RM 4S2321-19-6 CAPLUS 

CN 3H- [1} Benzopyrano {4, 3-c] isoxazole, 3- ((4- ((2Z) -3-fluoro-3-phenyl-2- 
propenyll - l-piperazinyl] methyl] -3a,4-dihydro-7, 8-dimethoxy-, 
dihydrochloride. (3R, 3aS) -rel- Oct) (CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> 



<12/04/2D07> 



10/519«99 



10/513699 




H 



• 2 KCl 

RN 4S2321-21-0 CAPLUS 

CN 3H- ril8enzopyranot4,3-cl isoxasole, 3- 1(4- t (2B) -3 • (3, 4-di Cluoroptienyl) -2- 
buteny 1 ] - 1 - pi pernz inyl 1 methyl t - 3a , 4 -dihydro- 7 , 8-dimethoxy- , (3R , 3aS} • rel - 

(9CI> (CA INDEX NAME) 

Kelative atereochemistry . 
Ooubl« bond geomecry aa ahown. 




H 



RN 452321-23-2 CAPLUS 

CN 3H- Ul Benzopyrano t4 , 3-c] iaoxasole, 3-[(4-[(2B)-3- (3 , 4-di f luorophenyl) -2- 
butenyl) -l-piperazinyU methyl] -3a. 4 -dihydro- 7, 8-dimethoxy-, (3R, 3aS) -rel- 
<9CI) <CA INDEX NAME) 

Relative stereocheniscry. 
Double bond geometry as shown. 



OMe 




OMe 



<12/04/2007> Erich Leeae 



1D/S13699 




K 



RN 4S2321-31-2 CAPLUS 

CN 3H- (l)Benaopyrano(4.3-c]isoxazoIe, 3- ( {4- ( (2B} -3- <2- furanyl) -a-butenyl] -l- 
piperazinyl)methyll-3a,4-dihydro-7.a-dimeLhoxy-, (3R, 3aS) -rel- (9CI> (CA 
INDEX NAME) 

Relative stereocheniatry. 
Double bond geometry as shown. 



OMe 




H 



RN 452321-33-4 CAPLUS 

CN laoxazolo(4,3-c]quinoline. 3- { (4- { (4-chlorophenyl)inethyIl 

piperasinyl J methyl) -3, 3a,4. 5-tetrahydro-7, s-dlmethoxy- , (3R, 3aR) -rel- 
<»«) <CA INDEX NAME) 

Relative stereochemistry. 




H 



RN 452321-35-6 CAPLUS 

CN laoxa2olo(4, 3-c]quinoline. 3- ( (4- (2- (4 - f luorophenoxy) ethyl] -1- 

piperazinyljmethyl) -3, 3a,4 , 5-tetrahydro-7 . B-dicnethoxy-, (3R. 3aR> -rel- 
(9CX) (CA INDEX NAME) 



RN 452321-25-4 CAPLUS 

CN 3H- (l]Benzopyrano(4 ,3-cllBOxazole. 3a.4-dihy<lro-7,a-diRiethoxy-3- ( [«- ((2B)- 
3- (2-pyridinyl) -2-butenyll -i-piperazlnyl]methyll - , (3R,3aS) -rel- (9CI1 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geoaietry as shown. 



OMe 




H 



RN 452321-37.6 CAPLUS 

CN 3H- [llBenBOpyrano(4, 3-c}isoJcaxole, 3a.4-dihydro-7, 8-dimethoxy-3- [(4- [(2B)- 
3. (3-pyridinyl)-2-butenyl]-l-piperazinyllinathyl] -, (3R,3a8} -rel- {9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



OMe 




RN 452321-29-8 CAPLUS 

CN 3H- [l)Bencopyranol4,3-e)i80xazolB, 3a.4-dihydro-7,8-dimechoxy-3- [(4- {(2E)- 
3- (2-thienyl)-2-butenylJ-l-pipera2inylJmethyl)-, (3R, 3aS} -rel- (9CI» (CA 
INDEX NAME) 

Relative stereochemistry. 
Double bond geometry as shown. 



<12/04/2007> Brich Leese 



10/513699 

Relative stereochemistry. 



OMe 




H 



RN 452321-37-8 CAPLUS 

CN Isoxazolo [4 , 3-c] quinoline, 3, 3a,4, 5-tetrahydro-7.a-dimethoxy-3- { (4- ( (2E) -3 - 
phenyl-3-bucenyll -l-piperazinyl)a«thyl) (3R, 3aR) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 
Double bond geoaietry as shown. 



OMe 




.OMe 



RN 452321-39-0 CAPLUS 

CN Isoxazolo [4, 3-cJ quinoline. 3 , 3a , 4 , 5-tetrahydro- 7 . B-dimethoxy- 3 - 1 (4- (2- 

naphchalenylmethyl)-l-piperasinyl]methyll-, (3H, 3aR) -rel- (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 




H 



RN 452321-41-4 CAPLUS 

CN Isoxazolo [4, 3-c] quinoline, 3.3a,4,5-tecrahydro-7,a-dimethoxy-3- C(4- (6- 

guinolinylnethyl) -l-plperazinyllmethyl] (3R, 3aR} -relf (9CI) (CA INDEX 



412/04/3007: 



Erich Leese 



<13/04/2007> 



Erich Leese 



KelBtive acereochemiscry. 




CN lsoxazolo(4 , 3-c] quinoline, 3 , 3a, 4. B-tetrahydro-5-mGthyI-3- [ (4- (2- 

naphthalenylmechyl) -l-piperasinyllmechyl) OR. 3aR) -rel- (9CI) (CA : 
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CN Iaoxa20lot4, 3 -cl quinoline, 3- tl4- ( <5-f luoro-2-naphthalenyl)methyll -1- 
piperazinyllmechyl) -3, 3a,4, S-tetrahy(lro-7. 8-dimethoxy-. <3R, 3aR)-rel- 

(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CN 3H- [l]BcnzopyrBno(4,3-c]l80xazole, 3a, 4-dihydro-7-methoxy-3- [2- (4- (2- 

naphthalenylmethyl) -I'piperazinyllettiyll OR. 3aS) -rel- <9C1) (CA INDEX 
NAME) 

Relative stereochemistry. 
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Relative stereochemistry. 
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Relative stereochemistry. 
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and graft -vB . -host disease. For instance, baae-catalyzed cycloaddn. of 
N- hydroxy- 3 -pyridinecarboxlmidoyl chloride with ma 2-propenoate gave 98% 
Me 4,5-dihydro-3- (3-pyridinyl)-S-i80xazoIecarboxylate, which was amidated 
with <4-aininophenyl)phenylnethBnone to give 58t title compound II. At a 
concentration of 10-6 M, II gave 81% inhibition of T cell blast formation i 
human whole blood, 
IT 264606-16-8P 

RL: BAC (Biological activity or effector, except adverse) f BSU (Biological 
study, unclaaaified) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(target compound,- preparation of dihydroisoxazole dcrlvt . as 
antiproliferatives and linmunoinodulatora) 
RN 264606-16*8 CAPLUS 

CN Plperidine. 4- (4-fluorobenzoyl) -1- ( ( (3R. 3aR) -3 , 3a,4, s- 

tetrahydroiaoxaKOlo(4.3-c]quinolin-3-yllcarbonyl) rel- (9CI) (CA ZNDBX 
NAME) 

Relative stereochemistTy. 




REFERENCE COUNT: 



THERE ARB 6 CITED RBFGREHCBS AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 




The Invention concerns title compds. I and their N-oxidea, 
pharmaceutlcally acceptable addition aalta. quaternary ammonium salts, and 
stereochem , isomeric forma [wherein m, n. p <■ 0 or It RI " (un) substituted 
pyridinyl, pyridasinyl, pyrimldinyl, pyraxinyl or phenyl; B • amide, 
Ketone, or onadiaaole; D ■ (unl substituted nryl or heterocyclyl ; 0 • bond, 
CO, (un) substituted NH, cONH, CH2, CH(:CH2>, c(:NH), SO, SO, 3 -oxobutenyl , 
pyrazole, isoxaaole, or thiazole nucleus,- L • (un ) substituted nryl or 
heceroaryl; R2, R3 » H, halo, Cl-6 alkyloxy, or (un) aubstituced cl-6 
altcyll. Also disclosed is a proceaa for their preparation, compns. comprialng 
them, and their medical use. The conpds. show growth inhibitory activity 
against T cell blasts and keratlnocytes in vitro. The compda. are claimed 
for use in the treatment of prevention of rheumatic, arthritic, and 
inflamrMtory diseaseSt psoriasiSt T cell leukemia, transplant rejection. 
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